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[ff*HU 5* (1. 0. 0) 




-mli. 0, 1 4£i±2-£"£> l 9 ; 

Q O O 



(1.0.0) 

-n(±, 1 4^{i2T"fe l 9 ; 

- (a) ( 1 . 1. 1 ) (1.1 

5) : 
Ut2] 



n O O O [~n 



0.1.1) 



R 9 



(1.1.2) 



O H 



(1.1.3) 



(1.1.4) 



(1.1.5) 



— ( 1 - 1 - 1 ) fruL ( 1 • 

1 . 5)^(1. 0 . 0 ) ^£*»JMc*tt-4*££ 

--q(±, 1. 2£tzte3T"fo&i)K fzfzL. 4 
tz\i3X'hh^. R 9 (i, -Hx^*u ^<fcil-3 

--vii. OSfcfil-C-S. 1 ? ; 
-W3{S S -O- ; - N (R9 ) - (Z\ZX\ RH±, 

OC (=0) -T'feD ; 

-R 7 (i, OTiO : 
( 1 ) -H ; 

--(2) - (Ci-Cg) T)V*)V\ - (C,-C 8 ) 

T/k^-zl-; 4£{±. - (c 2 -c 6 ) T)V*-)V (;; 

T\ miVT)V*>V^ T)V^r-}Vt.tzteT}V*-M$, 0 

R 10 {±. ;tiJy;[,;-F;-Cl ; - 

CF 3 ; *dfV (=0) ; -ORie ; -N0 2 ; -CN ; 
-C (=0) ORie ; -o-C (=0) R 16 ; -C ( = 
O) N R 16 R 1 7 ; -O-C (=0) NR 1S R 17 ; -NR 
15 R 17 ; -NR 16 C ( = 0) R 17 ; -NR 16 C ( = 0) 
OR 17 ; -NR«S ( =0) 2 R 17 ; tSitA -S 

(=o) 2 nri6ri7 mm? x -frttziz t- 

U^Ki, 0-3(I<7)R 12 tcJ;-5TSM§^xTV^„ ) 



-R 12 Si;, -F ; -C 1 ; -CF 3 ; -CN ; - 
N0 2 ;-OH;-(C 1 -C 3 ) TfVa^is ; - (C t - 
C 3 ) T;l- d f^S^(4-NRi6RivT-$.'9 ; tiXlf. 

-R^&ZX/R 11 ^ -H ; - (Cj- 

C 4 ) T)V*)V \ - (C 2 -C 4 ) T)V^— )V; - (C 3 - 
C 3 ) y?or/W; ; -O-^tjit/f y 

C 1 , -CF 3s -CNfcitf- (Cj-Cg ) T)V^)V 
frbtc&m* v )MtR$tiZ> 0 - 3ffl«Mm»(c i ^TI 



(3) -(CH 2 )„-(C 3 -C,)y?nW 

/Klit, u(4. 0. 1 4;fcii2T& i 9 ; §£>(:=. £ 

;t, mrie (c 3 -c 7 ) y?nr;wii o-3«o 

- - ( 4 ) 7i — /pi^ii-^yy/p ( ' - T", H>rlS7 
x t tz a^y=JMi .0-3 m^mmm r i hzx-> 

Xi$3LteWm£tiXt5L R l H±, IMttmLtzcotm 
-OKWc^*^-*. ) ; 9JM:t38iRSrt. 
SST* 1 ? ; 

-R 8 «±, : 
( 1 ) -r h 5 V— /P— 5 --f/P ; 1, 2, 4 - 

m/tv*— jv-3-4 iv ; 1,2, 4-byrywp- 
3-3fy-5->f^; 1.2, 3-hyrywp-5- 
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A )V ; A S fV'—lV- 2-A/V; A $ ¥V'—lV- 4 - A 
IV ; A ^'V) i Jy-2-^y-A-A IV \ 1,2,4 
-•%*?WTY—)V- 3- A IV; 1 , 2 , 4 -Jj-^lf y? 
7/-/l/-5-^y-3-</I/; 1,2, A-tt^J 
TY—lV-3-AlV; 1,2, 4 -^+Ty ; 7y'-/y- 
5-JtV-3-4 IV; 1,2, 4 -^Jfty'7y-;k- 

l, 2, 4-^-*f> ; ry"-;P-3-^-y- 

1, 3, 4-^^'TVy/U ; 1,3,4 
-jf^Mf i/TV—lV- 2 -jT y- 5 -A IV ; ^-»f VU 
/y ; -I V^Jft/'J^ ; t°ny/y ; h°57"U^ ; X^y 
W 5 : JlV ; y"/yy 'J 5 ; JlV ; t°n U V—lV ; 2 - 
'J K— A- ; 2-fiJF-/k 4 - t? U K -/y ; h° U 7y 

y-3-^y4*/y ; ^rvu/v ; vfr/y^ ; f-r 
^ry'U/k ; ^/y^y-zu ; n^^-r : J— iv ; ey y? 

IV ; b° >J 5 V '-IV ; b^ y^/y ; b U y y 5 " /V ; J; 

-(2) A yVVlV; A >VV-lV; AVA >V 
'J—lV ; <yy" C b ] 7 5-^ ; 2 , 3 -y^'b H'n^y 
V"7 5-/l ; 1 , 3-y'tFn-f ; 2 

H-1-Wt'7-/1; 2H-?n^-;^; 
/y ; ^yy'fx-^ ; 1 H--f y^/'J^ ; K.yXA 5 

yy*y;y ; ^yx^vy'viv ■, *<->xa y^ifvu 

/y ; ^.yy>7*7*y/P ; 'JT/y/V ; 

yT^-zy ; yyyy-'-/y ; 1, 8— fy^V is— IV ; 
^y y ~/y ; -r ydf y y ~/y ; ^fy'y —iv ; 3f y 3^ 
>J ~/y ; tf^Vn C 3 , 4 - d ] by $ V—lV ; b y $ 
h' C 4 , 5-d) U'JS is— IV ; -f S r^V C 1 , 2 - 
a ] b V iS-iV ; b >J H b U y--;y ; U i^—lVHX 
UlH-TU-iV ; ^SrSSJ; OSfci^SlRSfLSH 
; 

_tt a < i > ( 2 ) {znmLtz^tico^^ . 

( i ) tftSR'* (Hd R!*ii:. iilTt>e^^h 
iWRM^ ; ( i i ) HltffltJ: 0S»*R 15 (~ ~T\ R 

*4fliia±oM*M-? ; is ify (iii)0, 1 tfz 

Ri*i±.. - (C 1 -C i ) TlV^lV; - <C 3 - 

C 7 ) -/?q7/W ; 7i-i ; "O-yVy ; b'J y-'/y 
t5£tf*SV-lV (Z\ZX\ m^TlV^lV. i/7nT)V 
3yy. 7i-/K \yy/K by islVtfzlt^S V—lV 
li. 0. 1 £fzlZ2m<7)St%X-F , -CI. -C 
H 3 . -OR 16 , -N0 2 , -CNiJtii-NR^R^t: 

•C'fcO ; H>flER 14 Sii:. SfetC, -F ; -C 1 ; - CF 
3 ; 3f3ry (=0) ; —OR 16 ; — N0 2 ; — CN ; — C 



(=0) OR 16 ; -O-C (=0) Rie ; -C (=0) 

NR16R17 ; -O-C (=0) NR16R17 ; _ NR 16 R 

!7 ; -NR 15 C (=0) R" ; -NR 16 C (=0) OR 
17 ; -NR 1S S (=0) 2 R 17 *5iV-S (=0) 2 NR 

i 6 Ri7^^^i9 ; irtJSfefcrii^ 

-R 15 (i. — H ; -NR16R17 ; -C (=0) R 
16 ; -ORis ; _ ( Ci _c 4 ) r;l ^ ; p_ OR i6 - _c 

(=0) OR 16 ; - (Ci-C 2 ) TlV^lV-C (=0) 
OR 16 ; -C (=0) NR 16 R!7 ; - (d-C 4 ) TlV 
*IV; - (C 2 -C 4 ) T/t-y--^; - (CHj) „- (C 

3 -c 7 ) y?om;K;^t, uii. o. 14^(4 

2 T'ib . ) ; y x — /P- ; VlV ; b° U i^Vl-fe J; t>'^ 
yy-^ (buIET^/P. T;py-;k. nva*^^ is 
^UTIV^IV^ 7i-/K ^y^, t'Vi/lV&tzlZ^ 
y y .0-3 MtDSffiM R 1 1 T'W ZtlX^ 
) 36»<i>!fir*Pii5«titaH?3fL4HTfcO ; R 16 

R'Mi, -F ; -C 1 ; -C0 2 R 18 ; -O 

R 1S ; -CN; -C (=0) NR 18 R 19 ; -NR 
18R19 ; -NR 18 C (=0) R 19 ; -NR 18 C (=0) 
ORis ; - NR18S (=0) P R19 ; -S (=0) P NR 
isRis (ZZX\ p{±. l4fcli2T*4. ) ; - (C 
i-c t ) r;^;^J:r>'- (Ci-c 4 ) T/i^^y- (i 
IT, R n (i. ilE-ORiecoS^^WL, R 16 l±. - 
(Ci-C,) TiV^iVt&m^til. ) fr^ft&MJ:*) 

muzmsizti&mx-fo*) ■, mzriv^iv&XTfTivzi 

^fyit -F ; -C 1 ; - (d-C 2 ) T/l^^dfy'^/k 
^— IV; - (Cj-C 2 ) TlV*lV#lV#—lV& XX/- 
(Cj -C, ) T^/k^/^'^^y-^^Jte^iSK 

tJ 0 ; 1 1 T\ 

-R 18 i3 J;7>'Ri 9 {i s -H ; - (d-C*) 

-R 9 (±, -H ; - (d-C 4 ) TlV^lV; - (C 8 - 
C 7 ) y?nr;W ; 7i-^ ; ^y^Vy ; b'J y 
71- ; -C (=0) ORis ; _ c (=0) Ris ; -O 
Ris ; - (Ci-C 2 ) TlV^lV-O^HXl/- (Cj 
-C 2 ) -TlV^lV-C ( = 0) ORis (Z\Z\X\ R 18 

-(b) -OP ( = 0) (OH) 2 (*X*y .y 
y) ; -PH (=0) OH (*yy 4->y? ) ;-P 

( = o) (oh) 2 (^y^^. y y ) ; - cp ( = o) 

(OH) - O (d-C 4 ) TlV*rJV) (T)V^lV^X^ 
y) ; -P (=0) (OH) -O (d-C*) T)V* 
IV) (TlV3r>V*X7 J— IV) ;-P(=0) (OH) 
NH 2 (*X*;l/7SF) ;-P(=0) (OH) N H 

(d-C 4 ) TlV^lVi5XZ/-P (=0) (OH) NH 
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R 26 (Wm^tifz^X^T i H) ;-0-S ( = 0) 
2 oh (^7'J7^) ; -s ( = o) 2 oh 
«y?) ; -S ( = 0) 2 NHR 25 (TV—fVZ.JVftyT 
SF) ; -S ( = 0) 2 NHR26 ; fci;^ -C ( = 
O) NHS (=0) 2 R 26 . -C (=0) NHS ( = 
O) 2 NH 2 , -C ( = 0) NHS ( = 0) 2 (Ci- 
C 4 ) T/l^/k -C (=0) NHS (=0) 2 NH (C 
i-C 4 ) T/l^/K -C ( = 0) NHS (=0) 2 N 

c (Ci-c 4 ) t/hpao 2 . -s (=0) 2 NHC ( = 

O) (C!-C 4 ) TVI^K -S ( = 0) 2 NHC ( = 
O) N H 2 „ -S (=0) 2 NHC ( = 0) NH (Cj- 
C 4 ) T/l^/k -S(=0) 2 NHC(=0)N[(C 
i-C 4 ) T/l^r/tO 2 . -S (=0) 2 NHC (=0) R 
25 , -S (=0) 2 NHCN;-S ( = 0) 2 NHC ( = 
S) NH 2> -S (=0) 2 NHC ( = S) NHC ( C, 
-C 4 ) TVU^r/K -S (=0) 2 NHC ( = S) N 
C (C1-C4) 77l**/l0 2 i5=tV-S ( = 0) 2 NHS 
(=0) 2 R2f^s i OjUR^ixST^x^y 

T\ 

R 25 Ji. -H ; - (Cj-C*) T/Pdr/P ; 7^- 

/l^JtJi- OR 1 8 0 

-wi±. -o- ; - s (o) t - (;;t, t«±, 0, 

l4fc«42T**. ) ; 4fc(i. -N (R8) - (II 
; 



r (H 2 C) ^CH 2 ) S 



--rtJiVsli, mSHZ. 0%V^L4X*foZ>hK tztz 
U r + s<7)&mz. 'J>-%< fcfc IT****, 5iD^: 
XU%< ; 

--X fl (S. -CH 2 -, -CHR 12 -4£i4-C 

ft. #*, JJELfcfcH— ) ; - NR 

tS t ) ; -O- ; -S ( = 0) t (ZZX\ 

tj±. 0. l4fcli2T*&. ) T'fcD ; gffixt ugp 
-e^vvftu^ 1 oH±«^Il^(;MLT 0 -3 

<oamSR 16 ti 0. *tf0«[mM-?{:MLT0-2MO 

-RC^itKRDfi. -efL^^lO^-H-C'^S^^fe 
fcjyWi, R A fcJ:t>'R B (cov^TS»t^i:|B|— <7)E* 



-Yii, =c (R! a ) - (ii-c, R! a i±, ar^mm 

(o) k ) - (;;•?, kta. 0 ) T 

--R!J±, -H ; -F ; -C 1 ; -CN ; -N0 2 ; 

- (C 1 -C t ) T)V*)V; - (c 2 -c 4 ) r;^-;P; 
7«y*ffc&*ufc- (Cj-Cg) T)V*)V\ y ym^ix 

fz- (Cj -C s ) T/PrJ^fv ; -OR 16 i3j:t/-C ( = 
O) NRi^Ri^^SlfJ; OiBKSft&MT&O ; 

R 12 a *3j;VR 12 b (i:. Hli*:, -H ; -C 

H3 ; C H2 C H3 ; C C C H3 ; C H2 (C 
H3) 2 j CH2CH2CH2CH3 ; C H ( C H3 ) C 
H 2 CH 3 ; -CH 2 CH ( C H 3 ) , ; - C (CH 3 ) 3 ; 

-R ft &J;VR B Ji. -H ; -F ; -CF 3 ; - 

(C!-C 4 ) T}V*)V; - (C 3 -C 7 ) y?nm 

mR^T&«tjdLl,zm.M$ti. R 10 {i. IMZimLfzk 

-g-£c7)^ s g£ ( 1 . 2 . 0 ) : 
[^3] 



(1.2.0) 

WiRZti ; 

TCSSt . »4J-B*«o»|c*-frtrv^"«u&»lo 

4fcttiiR«oau:fcyfet., R^iVR 2 ^, - 

H ; - F ; -C 1 ;-CN;-N0 2 ;-(C 1 -C 4 ) 
T/Mr/l-; - (C 2 -C 4 ) r;^-;p; yvmtztifz 
- (d-Ca) TVWf/W: -ORie ; Jjitf-C ( = 
O) NR 12 a R 12 b R 12 a i3j;VR 12 b (i:. ±IE 

-R3ti. -H ; - (Ci-Cg ) T>V*)V ; ; 

ifcli, -ORis (— -c\ R 16 {±, _hlSS 
iSt>ti:l^— <n%m*3rt&. ) X'b*) ; 

4^J±a^iM±^^-g>^t^'T-&. R 4 . R 5 i>J:t>" 
R 6 «, lilTiO : 

- (a) -H (3^7tfL. RBtSitfR^, S*H. 
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|WlB#t-HT1i=5r^ 0 ) ; -F ; -C 1 ; - (C 2 - 
C 4 ) T)V*—)V ; — R 16 ; — OR 16 ; — S ( = O ) P R 
16 ; -C (=0) R 16 ; -C (=0) OR 16 ; -OC 
(=0) R 1 6 ; - CN; -N0 2 ; -C (=0) N R 1 6 
R 17 ; -OC ( = 0) NR 16 R 17 ; -NR 12 a C ( = 
O) N R 16 R 1 7 ; -NR 12 a C ( = NR n ) NR 
16 R 17 ; -NR 12 a C ( = NCN) N R 1 6 R 1 7 ; -NR 
12 a C (=N-NO £ ) NR 16 R 17 ; -C (=NR 12 a ) 
NR 16 R 17 ; -CH 2 C (=NR 12 a ) N R 16 R 1 7 ; -O 
C ( = NR 12 a ) N R 1 6 R 17 ; - OC (=N-N0 2 ) N 
R 16 R 17 ; — N R 16 R 1 7 ; -CH 2 NR 16 R 17 ; -NR 
12 a C (=0) R 1 6 ; -NRi 2 a C ( = 0) ORie ; =N 
OR 16 ; -NR 12 a S (=0) p R 17 ;-S (=0) p N 
R 16 R 17 ; J3<J;U\ -CH 2 C ( = NR 12 a ) NR 
16 R 17 ; 

--Pli. 0. l4?ta2T*>0 ; R 12 a . R 16 fc±V 

-(b) - (Ci-CJ T)V*)V\ tSctV. - (C l 
-C 4 ) TA-n^ R 4 . R B 4fcttR 6 tt. ± 

IB (A) (^Tco-OR^^MM^L. R 16 {i. - (C 
i-C 4 ) Tfr*J\sb&Kt$tL* mZTJWl'&iiVTJl' 

-Clt; t«l OifcJilM^affll* (C1-C2) 

T/U-r?^^;^— A— ; (Ci-C 2 ) r/^/t^/l^' 
ii; (Cx-Ca) t;^;^;^#-;^^t^t 



-(c) 7i- ;P ; KyisjU ; 75- ; f h5t H 
D77-/I/ ; Jt^f-b:? — ;P ; fx^/l/ ;f b7h Hnf 
x-;U ; t°ny/W ; tn'jy^ ; ; ^ 

-try y ; -< v^wy/i- ; -* y^t/'j ^~ 

/l- ; fTV'y/1/ ; f-TVU i^— )V ; -f Vf-rVl»;U ; A 
yfry'D ^ ; e^VU/l^ ; tr^VU ^ ; 
tyr/'J/P ; fTy*ryy;P ; A $fYV>V ; -f $y 
V*y ; h°U i^/W ; fc°9^— /l- ; t°y 5 i^— )V ; 

try^rj?-/!, ; tfOJ i?—JV ; b^^-zl- ; h U TV" 
>J ;U ; h y r ^ ; T" h 5 v y /t- ; tfJ—fV ; r-t'f- 

-f ; ^yy [ b ] 77-/1/ ; 2 , H 

:—jv ; i - h -a y yy y jv •, ^yXA s y 
yy/p ; \yx^tyj^ ; ^yx-r y^yyy 
;p ; <yxfrv y jv ; 3ry y ; a y ^ y y ^/p ; 
7 y ^ ; * yy y - ; y ^y y -/i-fc «t t/r 

y - ^ jJ, & P J: 0 MS? $ ft £ T U -/l-i ft: i^fn 

y y (tit, ffifET y -^e «t t/^ot 

•f? U/HMMHi. 0-2IOH1R 14 (r; 

-(d) R5fcj;tA"R 6 {i. gfrfriS 
(1. 3. 1 ) - ( 1 . 3. 15) : 
Ut4] 



R 



.21 



R 20 




(1.3.1) 



(1.3.2) 



(1.3.3) 



(1.3.4) 



(1.3.5) 




(1.3.7) 




R' 



,21 



HO ^ 



(1.3.8) 




(1.3,9) 



(1.3.10) 




-,24^ 



N — O 



(1 .3.11) 



v. t "n ^*V r! 

R O 



23 



(1.3,12) 



R 

(1.3.13) 



(1.3.14) 




; 1 



(1.3.15) 



— R^fciy'R^fi, -H ; -F ; -C 1 ; - 

CH 3 ; -CH 2 F ; -CHF 2 ; - C F 3 ; -OCH 3 *3 



0 ; 

— R 23 fcj;^R 2 *{±. Mt. -H ; -C 
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H3 ; OC H3 ; C H2 C H3 ; O C H2 C H3 ; C 
H 2 CH 2 CH 3 ; -CH 2 ( C H 3 ) 2 ; -CH 2 CH 2 CH 
2 CH 3 ; -CH (CH 3 ) CH 2 CH 3 ; -CH 2 CH (C 
H 3 ) 2 ; -C (CH 3 ) 3 ifcti. ffft-^-T 
(ZCOmS. *J1 1±, Z^MizZm-tf. tztz 

l, ( 1 . 3. id xii. r^&xt/r™^ 
-bi(±. 3-^^L7 - awe* &mmt tziz^m 

£fzl±^mm^M : £1$&- ; WM^J: 0 . ^l^Si 



R 

-5— Y/U 
(1.1.11) 



N-N 

R 

.1. 2, 

(1.1.12) 



111— tO*i*Sr#L ; 

4fc(i3Rllt*ait#* ; BrSUc J: 9 , *tf> 1 -5«IS 

r>TM*§*VCWCi J:< ; Nii. EfMtJ: 0, N> O 
£fziZSfr^WMZtih^vMTiz£~oXW&ZtiX 

m<7)m±.£R i t5£VRHzi-oTmm$tt. R^ii; 

[If3}<ll2 ] A**, Sff#5$ ( 1 . 1 . 4 ) 

v»i. 0 4 fc« i s . ) Tas^aKi-c* o . r 

8 **» (I - I - 1 1 ) - ( 1. 1. 38) : 

Ut5] 



15/ 



N 

U 



N-N 

R 15/ V 5 R 

1, 2, 4-h!lr/-^ 1, 2, 3-MJT 

— 3 — >t>— 5 — --fA- ^/—A — 5 — W fV 

(1-113) (1.1.14) 



[<ffc6] 
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R 1 " 

2 Trite) 

N~N 

V s 

i. a, 4 7 ^ti?r/ 

(1.1.19) 

N 

o-n 

V 5 

1. 2. 

(1.1.23) 
I 



-15 



N-O 



N-f 
*-~V N -R 15 

(1.1.17) 
R 15 

N-O 



- 3 — A A> 



(1.1,27) 

o 1 $ 



{1.1.31J 

■-C) 

(1.1.35) 



(1.1.20) 



(1.1.24) 
R 15 

(1.1.28) 
R 15 

i 



(1.1.32) 
(1.1.36) 



(1.1.21) 



(1.1.25) 



(1.1.29) 
* 



(1.1.33) (1.1.34) 



VT^y* 

(1.1.18) 



0-N 
(1.1.22) 

4 

(1,1.26) 
R 15 

(1.1.30) 
Ft 15 




N 

(1.1.37) 



(1.1.38) 



c*k «»^e ( i • i ■ 1 1 ) - ( i . 

1 . 3 8 ) <7)5U 1 . 0 . 0 ) <a»9«4H=*tt-*IS£- 
,&£^L ; »»35 (1. 1. 1 1 ) - ( 1 . 1. 38) 



If *if 1 teiE*<»ft^ft. 

[|f*iM3 ] aiil-Bi*«7x^T* 0 ; R 5 i5=fcV'R 

SfcfrsS ( 1 . 3. 1 ) , 
(1. 3. 11), (1. 3. 12) fcit/ (1.3. 
15): 
Ut7] 
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(1.8.2) 
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CI 
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o 
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O 
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S 
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H 
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xo 

(1.8.16) 

or 
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(1.8.20) 
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bo 
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(1 .8.69) 

umm 5 ] ^d.o.o) x-mztiz mmns^ 
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(3.0.1) 
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(3.0.5) 



(3.0.9) 



(3.0.13) 



(3.0.17) 



* 

(3.0.2) 

,- CH 3 
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(3,0.10) 



'XX XX 



(3.0.14) 



(3.0.1 ft) 
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(3.0.15) 



(3.0.19) 



XX "XX. O-. 



(3.0.4) 



(3.0.8) * 
* 

(3.0.12) 
H,C CH, 

XX 

(3.0.16) 



^. 'K AJ~. JCC 



(3.0.21) 



(3.0.22) 



(3.0.23) 



S 

(3.0.20) 



(3.0.24) 
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(3.0.25) (3.0,26) 




(3.0.29) (3.0.30) 




(3.0.41 ) (3.0.42) 




(3.0.45) (3.0-46) 



j&*»s?3*l«. . if #jh i ttEts^t^h 

HftSP»6 ] MiMk^mK VXfCD : ^ ( 6 . 0 . 3 

o) C4- ([ [2- (^yy C 1 , 33 y^Vn 

-5-^/1^3^) -try i?y-3-#Jl>#— AO -T 

xt ( 6 . 0. 31)C02-C4-([C2-( ^yy 1 
CI, 3] -try>>>- 

3-#/M*— w -rsy)-yf;H -7x^] - 

2 - y f ;i/-7nt^yiy f /l/xxf/t' ; ^ ( 6 . 
0. 3 2) CO 2- C4- ([ C2- (4-7/^0-7 

^y^yO -ty^>-3-*;^-^] -rsy)- 
yfvW -7x-;W -2-yf;P-7nt°^yiyf 

- ([ C2- (7n^n-7x7+y) -h°y>>>-3 
-#/Pst^A0 -rsy)-yf;H -7i-;W -» 
Sg^^;pxxx;l^;^(6. 0. 36)c01-C4- 
(([2-(^yy'(l, 3]y^yn-5-^/W 

-tr y>>>- 3-#;i^— -rsy)-yf 
-3-7/Wn-7x-/W -y^py^y^W 
ylxf/^xyf/^ ; * ( 6 . 0. 3 7 ) tfO 1 - C 4 - 
([ C2- (^y/ C 1 , 3]y«yn-5--f;W 




(3.0.39) (3.0.40) 



'XX. '^Xx. 

(3.0.43) (3.0.44) 

--cr 

(3.0.47) 

-3-7Wn-7x-W -i^uTn^y^/P 
#>lxf;^xyf^ ; 5£ ( 6 . 0. 3 8 ) <7> C 4 - 

([C2-(^>yci, 3)y^yp-5-^;i/t 

rsy)-yf/i/) -3-7/wn-7x-;w -itis 
yf/raf/^;S(6. o. 39) coi - (4- 
( [ C 2- (^yy 1 C 1 , 3]y^Vn-5-^W 

-try s;>-3-#/w^/io -rsy)-yf 

-7x-/W -y?n7nA7^M>Hf/H 
^;S(6. 5. 1 ) (7)2- [4- ( [ [ 2- 

yy°Ci, 3 3 sy^yn- 5->f ;^^f^) -try -J 
y-3-A)V^—)V] -rsyj-yf/^) -7x- 

/l/) -2-yf;^-7nt^yi;xt(6. 5. 2) (7) 
2- C4- ([ [2- (4-y;^n-7xy^Sy) - 

try i?>-3-f})V7$-}V~} -7S7)-yf^) - y 

i^lO -2-yf/^-7nt^yi ; ^ ( 6. 5. 

3)oi-C4-([C2- (^yy ci,3] 
yn-5-^/^y) -try yy-3-*;^- /io 
-7sy)-yf;t/) - 3 - 7Mn-7x-/^ 

^n7^y^7i;xt (6. 5. 4) c?)2- [4- 
( [ C 2 — (OY* C 1 , 3)y^yn-5-^M 

df>-) -try s^-3-#;i^— ;io -rsy)-yf 
-3-7/Wn-7xX/i/] -2-yf;l/-7nt° 
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;f>flg;^(6. 5. 5) 7)2- l3-7)V^u-4- 
([ [2- (4-7/^n-7x7^y) -b°y^>- 
3 -7S/)-^f;P) -7x^) - 

2- X+JV-TW*yWL\ * (6. 5. 6)7)1- 
[4- (([2- 3]y«Vn-5- 

>f/M-^) -h o yyy-3-^*-;W -7S/) 
-^AO - 7 x —A ] -y^n7nA°y^/|/,fyi; 
5t(6. 5. 7) 7)2- C4- ([ C2- (^W 

CI, 3] y^yn-5->f/my) -b°yyy- 

3- 7^#x;l0 -TS/J-^f/l/) - S- v/L.^-n 
-7x^) -7uWy|;S(6. 5. 8)7)2- 

C4- ([ [2 - ( W [ 1 , 3] 

-f/M-^>0 -b°y^v-3-^^-;i^: -TS7) 

rub 0 ^-yM;xt(6. 5. 9) 7)2- C4- (( C2 
-(^/[l, 3)y^yn-5->f;my)- 
5 - 7^n-by y>- 3 -TS7) 
-y^AO -3-^b^y-7x-;W -2-*^)V- 
7nt°t7l;S (6. 5. 10)£7)2-C4- 
([ C2- (4-7/Wn-7x7^y) -bUi7>- 
3-#A-#— AO -T57)-^f^) -3-^b^f^ 
-37^-AO -2-^f^-7ot 0 tyl ; ^ ( 6 . 
5. ll)0[3-7/Wn-4-([[2-(4-7 
;l/tn-7x;^y) -t°'Jy>-3-^f-;l/] - 
7S7)-^f/W-7x^] -Plg;^(6. 5. 

12) c?3 c 4 — ( [ c 2 - (^yy c i , 3 ] 

n-5--f A^3r>0 -t°'Jy>-3-*;^;I/] - 
7S7)-^fW-7x-W -StK;^(6. 5. 

13) (7)1-C4-([C2- (^yV [ 1 , 3M?if 

^yn-5-^^y) -by S7>-3-#a^x 
AO -7S7)-^f/l/) -3-7;Wn-7x-;n 
-y^n7nAV*M>i;S(6. 5. 1 4 ) 7) 

C4- ([ C 2 - (^y/ C 1 , 3 ] y^yn-5- 
JjUj-^l/) -b o yyy-3-^f-/l/] -TS7) 
-y^AO -3-7/Wu-7x^/I/] -StK;^ 

(6. 5. 1 5) 7) C4- ([ [2- (3-y77-7 
i7^y) -b°U ^y-3-#A-#— AO -757)- 
yrf^AO -3-7.;l,vrn-7x^] -BffiS ; ^ ( 6 . 
5. 1 6) 7) C4- ([ C2- (^yV C 1 , 3]y^ 
^yn-5--f A^T^Sy) - 5 - 7)V^n- b y W- 
3-#A-#— AO -7S7)-^f^) - 
-7^-)V*} -WM ; ^ ( 6 . 5. 17)7)2-C4- 

([ C2- C2, 1, 3)^ty7yo-5 

--fA^r>0 -t^'Jyy-3-M^] -75 
J]-X^]V) -7x-;W -2-y^A-Tnbyj-y 
it; ^(6. 5. 1 8) 7)2- (^>Y C 1 , 3 ] S** 
^yn-5-^f/^y) — N— [4 — ( 1 -#;W*fc 
4)V-\-*^}V-^)V) -^SyAO --3fy7 
SK;S(6. 5. 19)^2- 3]^ 
«yn-5-^;Wy) -N- (4-$;W^J;l 



7f/P-^yy/H--^fy7SF;S(6. 5. 2 
0) 7)N- {A-ftJVt^j }VX^)V-2-7}V^n- 
^y-J/V) -2- ( 4 - TVi^tU -7x y ^ Sy ) -xr? 
fy75H;S(6. 5. 21) ^)2- 
3] y«yn-5-^/l/^y) -N- C4- ( 1 - 
itfVrt^JV- 1 -y^A—x^-A-) -2-7A^fn- 
^yy/l^] --^fy7SF;S(6. 5. 22) ON 

- C4- ( l -#A-A^E>f A— l -y^A—x^AO - 
2-7Wn-^yy» -2 - (4-7/^n-7i 
y^y) --3fyrSK;S(6. 5. 23)^2- 
(4-7Wn-7x7^y) -N- C2-:7/M"n- 
4- ( 1 H - f h 5/^- 5 ->f /Wf ) 

AO - -afyrSK (6. 5. 24)7)2-(^ 
yy [ 1 , 3] y^Vn-5->f/my) -N- 
[4- ( 1 -yC^-A— 1 -X+jVOHVrt^A /l^-Xf 
AO -^y^AO 3fy7S F ; j£ ( 6 . 5. 2 
5)7)2- (^yy'[l f 3] 

dfiy) -N-[4- CI - (y?n7nh°/Mf;k-* 
/W^-f/lO - 1 -y^A—xf-A] -^y-JjV]- — 
3f y7S F ; 5t ( 6 . 5. 26)7)2- (^/ 
Cl, 3] y^yn-5->f;Wy) — N — C4- 
( l -x^Ao£A-.A^E>f jv- 1 -y^A—x^AO -a; 
yy^)-^fy7SF;^(6. 5. 27)7)2- 
(4-7Wn-7x7^y) -N- [4- (lH-f 
f7y"^-5--f/^) -^yitjV) --nfy7S 
F;jt(6. 5. 28) (7)2- (4-7^n-7iy 
^ry) -N-[4- C 1 -y*^A— 1 - (lH-fb7 
V-)V-3-4)V) -xf;l/]^yy/l/)--nfy7 
SK;S(6. 5. 2 9) 7)N-[2-:7Aotn-4- 
C 1 1 - ( 1 H-f b?/- )V- 5->f AO 

-X^AO (4-7/^n-7x7^ 
y) --3fy7SF;S (6. 5. 30)7)5-^n 
n-2- (4-7^n-7x7^y) -N-[4- 
C 1 -y*^A— 1 - ( 1 H-fb77W^-5-^l') 
-xf;l/) ^yy;i / )-- 3 fy75F (6. 5. 
3 1 ) 7)2 - (^yy [1, 3] -y^yn-5M 
)V^y) - 5-^nn-N-(4- C 1 -y*^A— 1 

- ( 1 H-fh7y- )V- 5-4 ;|y) -X^AO 
/H-^fyrSP ; tScfct*. ^ (6. 5. 32)7) 

2- (^yy ci, 3 ] -y^yn-5-^m 

>0 -N-[4- C 1 -A^)V- 1 - ( 1 H-ff7V' 
— A— 5 --{AO -X^AO Kyyji) -^3f > 75 

p d e 4 7-f yty ± ti^§tii>aa, 

«^B^*-6WEA*tC5C ( 1 - 0 . 0 ) 
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PDE 4T4 V'fJ MzX~oXM-ftZtl&ffi$\. m&£ 
«*o-C, 1 tEttW* ( 1 • o . 0 ) -esi 

&H«Hf SH6»S6tttf>-£XJlL f^*tt^%A. 
MS; fcitX. MM; 

m&<r>$tfm& ; 4*iii. tf/UR, tAM. 
ttcoMJJL ttttaMWIRmi&& (COPD) , Wc 
HBWS«tt»«^, »W*fcH:ifiRfflji£#tfC 

opd, 5|^Bttfftt«$atHais»a tti,cop 

D. B£A^Dfl8UB3e««eif (ARDS) . ffiOlSPMffi 
-v^**S. WHifcidSWJHSfc*^- -Steffi ; 4 

mm. m&mnixiiz.X'ox&r&mt. mmtwz 
tA,wm-^xhmx *)mgt$ti&mx*$>& t^ 

mm-, 

-i^t&sl mw±?zi±mm$:i>jrt2>$m3t& ■, 4 

-v^fcSfi. «H4/iii#}M£k*^£^t3MI 

mm. &mvg£mm. axw. smtmimmm* 



^~y-xh^xmmm. mm^mm& (pa 
n) , ts xx/. ^M^imm^m^^mx^mm^ 

mm- ^&w£K>mtRzti&m xh & ? k *>§y& ; 
-&m ; 

ffitt^*: 4^(4. iafeBEiwaas. *jtttitjfli. *m 
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xf^ -^x yx- v a yv yffilgff. Mttxr 

^MMJ5#I4 £te3ttt«J©H 947 1 _ I9fapr K 

a. mtawi, wmik. «i4P»&. * 

l£tt%*E«. SDRE1£?3®ff s Sattt^PS*, £iV\ # 
B&; 

( I B O ) ; ifcHL ifffitt^^ (UC). JHflfek: 

ym (CD) 3&>/5,*-B»±"53BRS*i*H-C*Sifc£tt 
flt&ft ; 

- v JSH* iift ,dl£ * BtlllSEtt v a 

ttsws, TSflssntffi, mm&mffi&. >bwmMm, 
wmmmmttzteTz/v y-m. meaasm. tax/, t 

t-^SR^M/Px (Hiv) £J:*j8JfetqBBr&» 
? ; 

-msm ; 

; #13. HIV-l, HI V-2t5it/H I V- 
3 ; iM h^lfn^j >VX ( CMV) ; -f V7;t/Xy 

S^-f/Wi fcl±ia±TT NF-« <OP»±#tCRJ&*- 



M;rv-/m, yivn-v-iva^ 
y- * t- u y y b ts j: if v tfv ' — j± r y * f- v >■ y b £ # 

4fc«TNF-a*jfi*giaj'tB*a*iJ:tqtl»«8fe: ti 
it/. 

-ii-SiffM; gQ^SttHSff; 

; stt'j >-^°tteji« ; h i vmm ;x'jf?i 

fciV, WSjftgljS ; J; OSSRSiiS loja 

[IfsRlIlO] 

(a) yn4 hy ; ABT-7 6 1 ; 7 x.yuA V 
y ; t-sK^U^ ; T^-y 1-7 9 1 75 ; T^'yl- 
85761 ; 5£ ( 5 . 2. 8) TmZtl& N - ( 5 -K 

J^§tL3t) -f 1 7i y - 2-7/Wx;i/^yr s F 

S ; 5^ ( 5 . 2 . 10) -C^n-S 2 , 6 1 -7" 

f^7x7-;H H5V>1H : 5£ ( 5 . 2 . 1 1 ) t'i 
§^L€.-tf^^ZD-2 1 38 ; g£ ( 5 . 2. 1 2 ) T'H 
StL-g> SB-210661 ;t°U V— )V-W&%tlfc 2 
-y7yt7^Vyfl:^aL-7 3 9, OlO; 2-y 
77^7^^1-74 6, 5 3 0 ; A y Y~)VH, 
XXf^y 'J Wt-^JMK- 5 9 1 , MK-886fcitf 
BAYx 1 0 0 5frt>%&ffi£ < 0Mifi$tl&, n-fr?b 
U X y^figPI^flJ . 5 - U ^ y ^— fe* ( 5 - L 

o ) mmmxtf 5 - vx^y-f— ^it^sa® 

(FLAP ) Ty^i-Xf ; 

(b) 7i7f7yy-3-*yjl:^ijL-65 1, 
3 9 2 ; T 5 y'y^^SC GS-25019c ; ^yX' 

«t/-;i'T^I»yf/-77h ; Ky^y 

JllVfc^yA 5 K7S h'-fb-^JB I I L284/2 6 
0 ;f7r-/M^M^I, 77'/I-/)Xl^ 
ft, tyf/i-^xh^li, 75y;k-*xh^ 

AWI-^Xh (MK-67 9)ftm RG-1 
2 5 2 5^%. Ro-24591 'f 

(CGP-45715A) -ft, n-f^ij il/BAYx 

7 l 9 5^fe; ^^Sj;0M$fil.n^3h'J 
xyLTB 4 , LTC 4 . LTD 4 i5j;VLTE 4 (C>rtf-^ 
f^7y^d-74 ; 

(c) PDE 4 Rft«W; 

(d) 5-O^^yi— tf ( 5-LO) fflffl: is 
it/, 5 - y *r^f iyyy— tfStt-ffcaeK (flap) 
ry^d-xf ; 

( e ) 5-Vtf*yyi—V ( 5-LO) iUM^vS 

tt-fbH^ ( p af ) <r>ry?^-x b tco^mmwrn ■, 

(f) LTB 4l LTC (1 LTD 4 BJ:t k "LTE t (7)n 
AahV^yTy?d~~ Xh (LTRAs ) ; 

(g) thx^syH^^y^a-xbotf 
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( h ) srtffilH^w*ry^ X F ; 

(i) 7Dt;t/M-feb'yy< 7i_/t/X7uy. 7 

( J ) JJE ( a ) fcJUajfc Lfc 5 - U #*isy-f—e 
( 5 - LO ) co 1 oJjLh<offi«Wka^-S*ifcJJB 
( i ) tW#Lfc loJ2Lhtf>«i-*iJ:tfa s -rFW- 
'J yf§ftrd-x F ; 

( k ) Rn'j yfmfflj 77fn t7A7'nv^ F ; 
f^hnhWn^f F ; ^=/hnm7n7>f 
F ; vuyWy ; £J;t^ T^y-tftr;/ ; 

( l ) ^^7nfl/7^;K ^y7nfV7-;K -f 
yri/t'jy. r/pyro— -^y^-zK 

tfn-;l-, -tfvF.X-fcr— ;K ^-7^'jy, 7$)V>-y° 

ftHi "jSKSfiSjSx — ^ 4 -7h^tyy^r 

3 — X F ; 

(m) r-3j-7-f yy-jBit/rsyy-f yy : 
(n) tby>Ayntyy7--h; 

(o) ^7)yylfgft(MK M2f3j;l>'M3) 
Tyya'-XF ; 

(p) COX-lISi(NSAIDs) ;£J:t>\ 
IKfcS^N S A I D s ; 

( q ) COX-2aB?fflflWWn7x3*2/y; 
(r) ^yxyy«IifN7i (igf-i) 

mwm ; 

(s) y7PyxF; 

( t ) y°u Y-V'y, y°v F-Vny, y/F-y y 
F\ F yTAWnyr-febx F\ \?n^j'V'yy7 
ot^^- F, 7fyxR 7;l/f*yy7attV 

ft. ^#ttSiJ-f^fflco^v\ PKA$fLfty^3 3;W^-n 
(u) F»J7°^— fe'PiWM; 

( v ) jfit/hSJSttffcEffP ( p af ) yyj? zf-x f ; 
(w) nm^m^nLxmmc^y^^-ivm 

W- ; 

( x) I P L 5 7 6 ; 

(y) X^/HrTK >f y7U^f>'-?7"^j;VD2 
E7^2rft®U; OjaJXSttftfit-M«*^H^ (TN 
F a ) M ; 

(z) l/7;l/77>f F^&ftffi^OjS^tlftDM 



ARD s ; 

(a a) TCR^Tf Fffi ; 

(bb) 4y?-uj*ymmm < i ce> piw 

(cc) IMPDHlSffl; 

(dd) VLA-4Ty^rr-XF^31-r-S>^7> 
^ ; 

( e e ) *r7°yyl ; 

(ff) MAP^ft-- \*mm ; 

(ss) ^3-X-6^7i-bft Hnyt- 

-traww ; 

(hh) ^v-Bi-feitfBs-Sgffcry^rf- 

XF ; 

( i i ) »HHl^§^t^-of^Sl£0 
A; 

(jj) y^ax^yy, r-f^r yyjsi tA* y 

(kk) 3/Fhf-y#>£>&ft:PJ: *)m&Kh$L-m 

mi-, 

(11) *-nryy-/F^&ftPi;9jlIS*£*ift 

(mm) 7°n^->'y'F\ x/F7 ^ yt°^y>*3 it^X 

( n n ) *zyy*7Xi-y& XTft'y? yxf-yj&>£>& 

( o o ) jfcftiivl^E y^ffiJl^J ; 

(pp) xfoyyyyl, 35ft- fem 
y— teH, TTViilr—^ 35yt-«?-l (mmp 
- 1 ) . 3 fef- 2 ( MM P - 8 ) s 35ft- 

-tf-3 (mmp - 1 3 ) , xFny yyy- 1 (mmp 
-3) , XhnyiJyy-2 (MMP-1 0) fci^'x 
foyyyy-3 (mmp- 1 1 ) ts-^hmi. 93S4R 
§tL^vF 'J 7^W^n7nf7--t' (mmp s ) co 

mmm ■, 

(qq) JWKBftlfcKH?- (TGF/3) ; 

( r r ) ( P D G F ) ; 

( s s ) IWtflKIif ( b F G F ) jEp£>£ 

( t t ) Hfiftvya7r-y ; 3a--f[MH?- (G 
M-CSF ) ; 
(uu) -fiTfA i/> \ 

(vv) NKP-608C; SB-233412 (j? 
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T\ ttETVl^/K T;^-/l^£i4T/l^r-/M4. 0 

-3ffl^a«SRit)-C'S^§^Tv^ s ) ; 

R 10 (4. 7j-;1 ; WJ)V ; -F ; -C 1 ; - 



CF 3 (=0) ; —OR 16 ; — N0 2 ; — CN ; 

-C ( = 0) OR 16 ; -O-C ( =0 ) R16 ; -C ( = 
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C 4 ) T/l^K -S (=0) 2 NHC (=0) N C (C 
1-C4) T>V*r}V~] 2 . -S(=0) 2 NHC(=0)R 
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- b 1 it. 3-^L7- mmmxfc&mmt mt^m 
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^^-TtL^loa^aHlfc^iSrR 4 . R 5 ;BJ:t>"R 6 
s f4. JJES^Lfcfc|aH<7)»ft*irL ; -B*«. 3- 

f8£-&^ ; BfMtc «t 0 . 1JflEK*SI^;*-rA<75 1 r>com. 

[0162] A**. »4HC (1.1. 

4) vJ4, Oifcttl T- foh« ) Tik^tlh 

SPOT'S) 0 . R 8 #. SfcJM ( 1 . 1 . 1 1 ) - ( 1 . 
1 . 3 8) : 

[0163] 

Ut7 4] 



(14 3) )02-284766 (P2 0 0 2-@36 6 



N-N 



N-N 
1, 2, 4-hPT 
(1,1.12) 



N-N 



N-N 

3 -^>— 5 - -f /I* X ^-7/^-5 
(1.1.13) (1.1,14) 

„15 



N 



V s 



(1.1.15) 
N-N 



V 5 



(1.1.16) 



N-O 



- R is N-N 



1, 3, 4-***9^ 1. 2 - 4-***S^ 



(1.1.19) 



(1.1.20) 



R 15 
N-O 

1, 2, 

O.1.21) 



O-N 
(1.1.22) 



[0 164] 



[ft7 5] 



O-N 



V 5 



(1.1.23) 



R 
f 



,15 



(1.1.27) 



R 15 
(1.1.31) 



(1.1.35) 



(1.1.24) 
R 15 

f 



(1.1.25) 

R 15 
JvL 



(1.1.28) 



r 

2 -try 

(1.1.32) 



1 



^ N 
(1,1,36) 



(1.1,29) 

R 15 
I 




R 15 

(1.1.26) 

R 15 
f 



^oy p-^ 
(1.1.30) 



R 1S 



4 - tf y k^u try jp-p^ 3 -af-^yu 

(1.1.33) (1.1.34) 



N' 
(1.1.37) 




N 



(1.1.38) 



[0 16 5] CsS*. "★" (4, ( 1 . 1. 1 

1 ) - ( 1 . 1 . 3 8 ) O it ( 1 . 0 . 0 ) 0MS 9 Sfrii* 



fc*f-*-*»£-jSi£5SL ; SHh* ( 1 . 1 ■ 11)- 

( 1 . 1 . 3 8) (D&mmm^it. mrnzx 0 . 



(44 4) J02-284766 (P200 2 -Hlfit 



jM^StL^HT-^^ilS^L^ ( 1 . 0 . 0 ) Til 



N-N 
R 15 

(1.1. 11J 



R 15/ 

'C s: tf-s—ns— 2 — 

(1.1.15) 
R 15 

N-O 

3 — 
(1.1.21) 



N-N 



li 2, 4-M 
3 — >f yi* 
{1.1.12} 



^ — N 



^ 5 ^vWP- 

4 — < 

(1.1.16) 



15 



.4? 

(1.1.27) 



[0166] AtfmttH ( 1 - 1 - 4 ) C C 

^: 
[0167] 
[^7 6] 



N-N. 



.15 



R R 

1, 2, 4-[>y7/-/l' 

(1.1.13) 

R 1S 
I 

N 



V 



N-N 

R ,5/ 
1. 2. 

(1.1.14) 



(1.1.17) -S-^/V ( 1(1 . 19 ) 



15 



(1,1.28) 



* 1S 

2 — tf q y K=vV 
(1.1.32) 




N 




o 

(1.1.33) (1.1.34) 

[0 1 6 8] j&*&2:S»±9»R:3:h.*H*C*&. 3 T 
*5*L*±iE?!PS*Lfc5$ ( 1 • 0. 0 ) T*3*i.*-ffc£ 

[0 16 9] *&Hj§{i % *^#MfcHLt (irr. 



[0 170] 
[ft7 7] 



C 



) , 1. 7) 



(1.1.7) 



[0 17 1] C^tK (4. SfcfrsU 1 . 1. 7) 




(1.1.35) 



#tf^ ( i . o . o ) x-mzKhfc&faem&mftizn 

{>-Hf*ii>, tL<(4. loii-HtSilftW 
-CH 3 -C*4*>, ifcfi, Ml3bi>-CH 3 T'foht>\ 
hh^ii. —mz-SfoZ-oX. Xt"n-y?n7nt71 

-OCH 3 J«i2' — F T£> D ; R 2 f4. -HTJ&9 ; 

skj*- Att s aK^e ( i . i . 7 ) coiiuiBa^gMhEe 

(1. 5. 1 ) =£l^L (1. 5. 16) : 

[0172] 

Cft7 8] 



m 5 ) )02-284766 (P2002 -SSfit 




OH 



(1.5.4) 



(1.5.5) 



(1.5.6) 



(1.5.7) 



(1.5.13) 



(1.5.14) 



(1.5.15) 



d-5.8) 




(1.5.12) 



(1.5.16) 



C0173] (5frf. - - "*" i±, (1.5. 
D^Ul. 5. 1 6) (CJ: ^mSfi&gE^ 

( i . i . 7 ) T-^§ns#Bfrie^5^ ( i . o . o ) 
tt-s^ ( i . o . o ) x*m zti& ik-smz^n § 

[0 174]*%BJiS. Bi^3-^rOt7-H#m 
tzMMZ^L ; PJxMI/ZX *) . m^BmMiy^T^ 1 o 

'J -IV ; t°-^7^'-;P ; A S^'V'U/P ; >f 5^VU 
; ^t/'J^ ; -f V^-^ty" 1 ^!/ ; U — 



j y ->v ; KyXA 5 rv*>J;l^ : \yX«ty'y;i/ ; 

drjr^U^-^; fc«fcl>\ T-rfi^t? C3. 3. 0] 
^/l^SriPJ: *)MiRZti&m ; *36*- ( c 
3 -C 7 ) y?nW/W; y?n^yf-/l/. 

tl?S^-&aT&S*Sst- (C B -C 7 ) y^nm- 

(2. 2. 2] :t?:?-/K ty^n [3. 2. 1 ] :t 
hy^n(3. 3. 0D;t:??-/K b'>? 
o C 2 . 2 . 2 ] ^-^x— 5 „ ty^c (2.2. 
2]^f-/l/-7, t>;n(3. 3. 1 ] S-f— 

9a»?3;h.*M*C**2SfeS- (C 7 -C 10 ) y?D7 
/l^Pifcli- (c 7 -c 10 ) y?n7;^-/WI: 
» C-^tf^ ( l . o . o ) X'mzti&fcii&ntzZ htzffi 

o 

[0175] *mil±. 3C ( 1 . 0 . 0 ) T'^^fL^H? 
E^^*«0&#5l5(i*«jaT«0»41^C ( 1 - 8 . 1 ) - 
( 1 . 8. 7 2) : 
[0176] 



(ft 6) )02-284766 (P200 2-7 66 



[^7 9] 




(1.8.9) 

[0 17 7] 




F F 
(1.8.2) (1-8.3) 




CI O 
(1.8.6) (1.8.7) 




(1.8.10) (1.8.11) 




F 



(1.8.12) 



m 7 ) )02-284766 (P2002 -fitfit 




(1.8,17) 




N 
H 

(1.8.21) 




H 3 C 



* o 

(1 .8.25) 



CJ 




N 



(1.8.29) 

6 

(1.8.33) 




(1.8.18) 



H 3 C 





(1.8.22) 



(1.8.26) 



H 3 C 




N CH, 



(1.8.30) 



H 3 C 



N X N 

w 

(1.8,34) 




(1.8.15) 




(1.8.19) 




-O 
(1.8.23) 




-S 
(1.8.27) 



CH, 



(1,8.31) 




^ — N 
H 

(1.8.35) 



XX: 

(1.8.16) 

or 



CH, 



(1,8.20) 




NH, 



(1.8.24) 




N 



(1.8.28) 

i 




H S C CH 3 
(1.8.32) 



ft 

(1.8.36) 



[0 178] 



[^8 1 ] 



(44 8) J02-284766 (P200 2-(966 



N — \ 



H >-CH, 



H 3 C 
(1.8.37) 



A 

(1.8.41) 



(1.8.45) 




(1.8.49) 




(1.8.53) 




(1.8.57) 




NO. 



(1.8.65) 



[0 179] 




<%JT\ 

o 

(1.8.69) 




ChL 



O 

{1.8.38} 
(1.8,42) 



(1.8.46) 




(1.8.54) 



(1.8.58) 
(1.8.62) 

'XX} 

(1.8.66) 



CJ-L 



(1.8.70) 



^— N 



(1.8.39) 



6 

(1 .8.43) 
* 

i 

(1.8.47) 





(1.8.51) 




(1.8.55) 



(1.8.59) 




-4 




N 

CI 

(1.8.40) 




(1.8.44) 




(1.8.48) 




(1.8.56) 



CH 3 
(1.8.60) 




CH 3 F 3 C 



(1.8.68) 




OL 



(1.8.71) 



O 

(1.8.72) 



m 9 ) J02-284766 (P200 2 -^6«ff 



[0180] izz^zmzti&zotz. mz, Bi^S 

ilR } , R 5 fcj;t/R 6 btfMtiiZti&Jt (1.0. 

[0 181]*3S11 B2#3-5r^L7-M*EIfi& 
»4)tJi5Fiifftli(aSII^'rA , C*&3&», 4fci±, 7- 
SrV^L 1 2 -H«^4/Sii^jSR0ffl»^4: LTJiISJg 

"CtiVV, *fHHI4, B2*i'7x-;P; tny^; bn 
ij ;77-;k fJUl/P ; b'J ; tU S 

/l- ; tf^sU ; b°^s7^-;k ; >f 5 rv"U;L- ; 5 

jjryij . ; -f V^WJ* ; •f-T 

;W ; ^yxWS^/U/l/ ; ^yX^df-? y'U/W ; */W? 
Uryp ; ^jz? u ; it*. TlTtrs^n C 3 . 
3. 0] *?*^/l^&£*#«J:'5aft3:h.*H ; 




(3.0.1) (3.0.2) 

[0 184] 



st- (C 3 -c 7 ) y?nr/W»; s^n^y-f- 

wioaais^iJiTfc&w*- (c B -c 7 > 

?n [2. 2. 2] b'v-^o [3. 2. 

l)^?-;K ty?n(3. 3. o];t??-/K 
hy^n [2. 2. 2 ] ^-^-r-;P- 5. b>?n 
C2. 2. 2] it9"r—)V-7 ^ ty?n(3. 3. 

^^^>I¥J: 0a^S^SHT'*^>2ig^- (C 7 - 
C 10 ) y?n7/W4tli- (C 7 -C 10 ) y?nr 

/^r^as^i«rte*tf5C ( i . o . o ) x-mzti&it 

[0182] ^fiHBfi, ( l . o . o ) T'asa-&mi 
IB^-^«io*#*il8^)2^4h&*JaT«0S5i^ (3.0. 
1 ) - ( 3 . 0. 47) : 
[0183] 
[£8 3] 




(3.0.3) (3.0.4) 
[£8 4] 



(6 0) )02-284766 (P200 2-66 



NO, 




(3.0.5) 



(3.0.9) 



(3.0.13) 



(3,0,17) 



(3.0.21) 




(3.0.25) 
(3.0.29) 



[0 18 5] 



o 




(3.0.6) 




NH, 



(3.0.10) 



'XX, XX 



(3.0.14) 
CH, 




(3,0.18) 



(3.0.22) 




(3.0.26) 




(3.0.30) 




(3-0,7) 



(3.0,11) 
ChL 




(3.0.15) 



O 

(3.0.19) 



XX. xx. "O- 



(3.0,23) 



N 

I 

CH 3 
(3.0.27) 




(3.0.31) 
[ft8 5] 



(3.0.8) 




(3.0.12) 

H 3 C \X CH 3 

TX 

N ' 
(3.0.16) 



(3.0.20) 




(3.0.24) 



xy- ■ 'XT' 



N 
H 

(3.0.28) 




(3.0.32) 



(6 1) 102-284766 (P2002-*66 



OH 



CHF, 





(3.0.34} 




(3.0.37) 



(3.0.38) 




(3.0.41) 





(3.0.45) (3.0.46) 

[0 186] {:<t-5t^^j;3H, B^liSR 1 

a£i£R 2 t-t)m$i£ti&3>t ( i . o . o ) x*m$ir& 

[0187] *%BJ{i:. $ £>fc, b h^KBJtoJStt'ffcfc 
iWKWB*W»"*-«-f-<oftWt:*Jv^r pde 4 V 

^±i2L^st ( i . o. o > -e&ztL&te&kuDwm 

E3HfltfiSrr*-oT» JJELfcsC ( 1 . 0. 0 ) 
[0 188] *%BJiS. 

tmi, #%tt-tfAm. jttt-ff^a, fiffi^a^pf 




H 3 C^CH 3 




(3.0.35) 




(3.0.39) 



XX. "-o^ 



(3.0.36) 
(3.0.40) 



(3.0.43) (3.0.44) 



-or 

(3.0.47) 

imtt&titim&; ifcti, -exa, tx», «'BM 

opd, ^■Hiitafltt^^.itws £ t -t h C O P 
d „ ^x^nmmms.mm (ards), mvmmm 

Ifffi ; 



(6 2) J02-284766 (P200 2-0#6 6 



-V^&SiL ffH 4 i±^M5- i> ^TT & ttttHflff U ^ 

iift-/-xh7^«t, mm^mwm (p 

AN) . i>4t^ ^^ttWEIBIS^^^SiOaBK 

E*U.X,48r, £4t^ EEB?ttCX4SM&»S> 

&&S4 OKKS^SMf fc^teflSife ; 
-V^Sr&S. #IH4^J4#!K£^*^&:/K^)8i<£ ; 

mm. mm~?v*? 

-mm ; 

ffi; 4 £t4, K«*rftt£»fflBMia£, fc4tX, BUtt 



«i; 4^(4. ie^aifliMJW. *jtttitjfli. *t® 

bum, ettjflftffiWfffe. MiftffliiH*jfraBE. m 
*mt&mm 4 ^(4*tt«ts«^ ^n, mur h 

ife. ^H'tt4^J4f*iirF^Mife. KttftlSSI^ 
tTttftlSRlft. ^Jittr B 1P»«ffi4 ^(^IBIIKttinUI 
ffi, W^ttfliPimKE. ftiaffi^JE, ttSPttR»%. * 

SLWtt^^s. aat«9e®it, fcit^, * 

ffi; 

-i^SI, iWH43tf4«M^t^-S^)ffittJ^S 
( i bo) ; ifcti, aawfcysife (uc), jfMtt^ 

tt»»ML TiftSIS, SS'ttffiM^. 'C«ffi®?t, 
h^^^-f;^ (hiv) teJ:4J88fefc:jaejr£W 
9 ; 

-mm ; 

-JWKlMEJE ; ti 4t/\ f£K^ffil^lPi«Jflll±ffi ; 
L J: d& ; 

W; 4 ^i4, doff, A"-JfyyysS, ^Wi54VlB'[S 

&4ia\ ^y^-f >-^hMws(#t, ^^r/ya 
ffiwaaKj 4 vwmmimm- s is** 1 ^^^^40 

HIV-l, H I V-2ioXlfU I v- 
3 ; *M YXtfn^-i >VZ. (CMV) \Ayy)V^V 

m*-£*him*74 )VXfyt?t!:&ffii. VmtR^ii&mTfo 



(6 3) J02-284766 (P2002-66 



§ 7 -r 4 fcii?a±TT n f — a <oii«f±#tRje^- 

-jK'J $*is>M. iKU-e-Y y^B ; S7V-/MI. 
Mi. if, ?nb'J-?/-;k xrj^yWK SatV- 

iV3-t-y—j\,t$i.XPT4 hJi-Y—Jl ; fcitA TV* 

-mssL-mmmm ■, s&vmmmm ■, v^~>vn 

5&?2 ; «tt U 6Jto« ; H I vmm ixijf^h 

-r&<7>&tsm&±MZLt& ( i . o . o ) •c*§*L*<ffc; 

P D E 4 7M Vif -f APflWffl fcrffiS . 
[0189]1W:,S(1. 0 . 0 ) T^^fLS-ftl-^Hj 

(4, ( i ) iwisfife ; wmmvw* ■, u^v^«#« 
& ; mmmmrn ■, &mm%m ■, mm&*m& ■, «tt 

&MikHik ; &J»3& ; & =tt>\ 7n-7i«£itrtj«tt 
«lft*J J:t^Ktt ; ( 2 ) t^,| ; ; 

SM®£*trPffl8^ifcl4^ ; ( 3 ) MfcjflL 
; IjcJMJEtt^a >/7 ; l*J#*^3 /7 ; 77Alfty 

^^■tfiS^tt^mfciVW: (4) gE&BatS 
ft ; ^JMtxy^b-^'x ; 8«JW«&3eKJ6 ; MM 

-tt Ai& * 3"tf «t t^Kfil ; teXlfi, ( 5 ) # 

; t h«^ttft8eF£ffi«SP (AIDS) (cigfg 
-JN&HBBatt b&aSPfe&VJfox (HIV) 
(4 A I D S ; $rn>f KffM ; mmfflMBtiL ; 

[0190] *^HJti s lilTO : ( a ) i^n-f h V ; 
ABT-7 6 1 ; 7xVn^f hy ; fWJy ; T# 
•yb-79175 ; 7^7>-85 7 6 1 ; ft ( 5 . 
2.8) TmZtl&N- (5-WmZtlfil) -W7x 

y - 2 -r/K/i^xMyr s hi ; s ( 5 . 2. 1 

0) T*§ni.2, 6-y-t-yf;t/7iy-MK 
; 3t ( 5 . 2. 11) TSI£tl&lf*# Z D — 
2 1 3 8 ; 5$ ( 5 . 2. 12) "C^fl* S B - 2 1 0 
6 6 1 XlfZtl&m-f $>M ; L-739, 0 1 0 j&*K 
■^S t° U ^n/i^-affltStLt 2 - 7T7 ^7 7 P y-ft£ 



ft;L-746, 5 3 OtfiWfrh 2-y77^7 'Jyft 
■&ft;MK-59L MK-88 e&Xt/B AYx 1 0 

o 5t>m-t&Jyr-jv&£xs*rS vyft&to ; 

- U * 0J r b' ( 5 — LO ) ffiW&fe J: 5 - U >K 

i^y^— tfvsttfusas (flap) 7*7 7 r?-x 

h; (b) L-6 5 1. 3 9 2tfmth7 x./^-T~J 

y-3-ytyit-^a ; cgs-2 5 o 1 9 c^M-r&r 

j-—J\sT$.ym ; B I I L 2 84/2 6 O&mt&^y 
^EyfuV^iy-i 5 ft 5 FSI ; -f' 7 r — ;1~ #A b-ft 

yyyfr-xxhitswi. (mk- 

679)ft^ft, RG- 1 2 5 2 Ro-24 
5 9 1 3<ffr&*. ^7/^71 (CGP-4 5 7 1 5 
A) -fk^H(tJj:t/BAYx7 1 9 5-fL^*^«-rS-fb^ 
ft^l ; i^^l-Si ^)M$ii4n>f 3 h 'jxyLT 
B 4 , LTC 4l LTD i t5£tfLTE i lZfti'& 1 g&fkT 
>?3~XV; (c) PDE4PfiWlf'J; ( d ) 5- 
'J^yy-'t-^ ( 5 — LO ) ; 5-'J 

^^yy— t?iStt-ftsa« (flap) ry?^-x 

b ; (e) 5-y^^yy— te* ( 5-LO ) tlJl/h 
ffiffi&itm^ ( p af ) ayry-9 i-7 h t o_L*fflW 

ffj; (f ) LTB 4 , LTC 4 . LTD, $5 <tt>*L TE 4 

XMLTRAs) ; (g) -fef ij^y, n5^y 
>\ f'7n5?yy, 7i^V7ifyy, 77f SV 
~/b, 7-fe'57fyi3j:t;7wl7 

hS^SSSfltr^^-Xh; (h) HPlfftllH 2 S 
g#;7yj?3*-7F; (i) rnttlA^H'JX 
^j;— ;l-x^ij>. /^°nv\V— ;l-7Sy, V-f 
FX7i K 'J >\ -^7 rV'J ViSK^. ^"^^7 77'J 
7SBtS, rl7tHny"yyJSl^ ^yny^V'J 
ytMMtM& xxf^iVJiv^^y y 74a^JtS^#A6. 

1 -aiW : 'a 2 -71*Vt l Jy»7^xx MH^iRffi 
S!Baj»Wi«f^ffl5!RI ; ( J ) 5 - >J sK^^y-^-- 
(5-LO) tfDiaWWka^Stlfeai-tJiVaj-r 
FW-yy3&#T=f-*h ; (k) -f75bnt°7 
i7n7l K ; ft fnt"7A7n7-f K ; ^^yla 
h"7A7n7^f H ; ti/yt*ty ; fcj:t>\ f^y-t't 
^-^toffia'J^fNWW; (1) ^^rofP/- 

>r V7nfi/y-/k, ^fyrvtyy, 7/i7rn 
— /P. -if;!- 7" 7^-/1-. xh/l-^T-n— Wrn- 
^-77 y 7. t/l^l/t'Jy, t*b;kfn- 

^t^u— htJiVt/^-rn— /l^*-ft«)j9i y9 4 

-7h'ytyy^ft77'X71; (m) -r^-7^y 
7*3^1^X577^ y 7^#*67^;^ff77— 7« ; 
(n) f by7i.7a^7"y7-b ; (o) A7^ 



(6 4) J02-284766 (P200 2-)5ffifS 



'J ylSWft (Ml. M 2 & JttflVI 3 ) r y 9 

h ; (p) COX-lISM(NSAIDs) ; D7 

i3^^&*&cox-2aBRttH*ffla«H ; isi 
t>\ lti*NSAi d s ; ( q ) ^yxy y«fijyi 

(IGF-l)lii; (r) ^l^V 
— H; (s) Vy« Vny, 

V'JF. HJTAWnyT-tr ^n^^/y 

h*3 J:t^E.X ^V>7n- |- ^JHtgOTffl 

b >J r ? — fefffl»* ij ; ( u ) jfc/NEJStt'ffcH-? ( P A 
F ) tf-X t- ; ( v ) rtHffifeffitCSf L"Ci§tt 

^y^n-t— /Mftfk; (w) IPL576; (x) 
X^*;H:7h, -f;x7 l J= 3 r>^7"£J;U : 'D2E7£ 
^ftSt-BSSaSEHT- (TNFa)M; ( y ) W 7/1- 
y^KBftDMARDs ; (z) TCR^Tf F 
£; (aa) 4 y^-n^yfi«f ( I CE ) I 
WS'J; (bb) IMPDHPI^flJ; (cc) VLA 
-47^ =f h frim? 4 IfiWW ; ( d 

d) i}*r~?i/VW,\ (ee) M A P tfffiW 
M; (ff) ^/Urj— x-6*X7x- hfbKof 
*£m.Wffl; (gg) ^r-y-Bi-iJit/Ba-S 

gftry^i-x h : ( h h > m^emrmmtm-s 
h$^tt-n^m&^& ; ( i i ) f&mm. 

; ( j j ) m-mmL Hi.tr, a/nif- 

y ; ( k k ) -tffflSHRL Mi 

if, t-n7uy^ ; (in mmmm, Mi 
jf, rn^yy^ x;P7 4 ytr^Wis XTf^yxy 



o?ny ; (mm) fi»f£»JfiU ftte. t>75Xf 

yfc itf b"y ? y yco i a * tf y#r/Mf A H 

^SW*^aSiJ; (nn) Jfclltf^^i&tej^.l; 
(oo) 7 ^n7nf7~ -fe" (MMP 

s) obmhrl -«r*>fe. xbo^yyyi, 

— tell, te^^)-— fell, T^Vi^— fcf, 35yt- 
■fe'-l (MMP-1) , 35^t— tf — 2 ( MM P — 
8) , 35yt- -fef- 3 (MMP-1 3 ) , Xbay U 
(MMP-3) , Xhn^i'jyy-2 (MMP 

-io) teXrfxhn* yyy-3 (mmp- i l ) ; 

(PP) (TGF^) ; (qq) 

MSiiSfiW ( P D G F ) ; ( r r ) W^M 

mmmrt. Mi if, ms&mfMm&gm=? < b fg 

f) ; (ss) «?^n7r- ynn_- 

f (GM-CSF) ; (tt) ilTVJ zsy?V — 
A; (uu) NKP-6 0 8C ; SB-2 3 34 1 2 
{?)V*?yV) 1 8j&»S>3:41¥J: *)W 

IRZiz&f^—yNK^JilfNKs^ifcTyfd?— 
Xh;&£Tf. (vv) UT- 7 7£>J:tJ f ZD-0 8 
9 2*>^«r4»J: Oa«S*i«x^^^— fcfaww ; ip 

<omMzti& lojaji^Mfc^ii^c ( 1 . 
o.o) -c ^stLS-ft-^ifc^ffl^^tJ^ 



5. o 



[0191] 

*«BBIi. lilTO i 3 fc* ( 1 

[0192] 
[^86] 



o.o) nio^t; 




(1.0.0) 



[0193] *9ttyCDfcS%!lcr>mi>&\^®mte^ %pft<?> 
«fg£R|-t& 4 . 0*^T(c±l£KSStL-CV^. friB 

( 1 ■ 0 . 0 ) T3k$tl& 

jBnwfcifciEirr*^ i«i 5&*?4 

[0194]*(1. 0. 0) T-*§n-g.-fL^ffel(CO^ 



$>>7, ^locolftli, !J>'tf)Ii*JJ:IfliB»0>RIWi 

tr, *<nv>wt. ^xrM^iL *x*>-bl 

TS h\ mm. yiij i Vx^yr S Fitli 

[0195] ±.mmLfz^&^Aa)mcom.mt. sp 

^ ( i . 1 . 1 ) - ( 1 . 1 . 5 ) : 

[0196] 

[lbs 7] 



(6 5) )02-284766 (P2002-E.V66 



-NO N n 



(1-1-1) 



R 

(11.2) 



u 

R 

(1.1.3) 



[0 19 7] C^^K "*" (4. #g|5#5U 1 . 1. 
1 ) - ( 1 . 1 . 5 ) <OSC < 1 . 0 . 0 ) cO^^gE^Hc 

[0198] ±mmLfz^^m^mRK r*&£ 

y'R 9 ; it/. ^BSIS. R 1C . R 11 . R 14 „ R 1 5 . 

O^^coSEI^^tEISOBJ^^ia^Sr-^x.^. MIS 
«fflrt<^*W^SttHIMIN±» MJHSR 7 . R 8 fcJ;tm 
9tf5afWWra»fe ; ±V\ 5* ( 1 ■ 0 . 0 ) £D-gP^ 

fcLTii. «ttITW^77 7 (D-(vi)lc 
[0199] 3«*^IS»fc:ie*H-**IIW«oi!SiBtJ J: 

saw*. 

[0200] *HH«Mrc«ffl-*-&^s " - ( Ci - C 3 ) 
T/Mr/O , "- (Ci-C 4 ) r/Udf/l'" isitf "- 

tE^lffl^TH^i^gJi. m ^tVK x^/K n 
-TufcVK n — y^/K n — it/'n-^df 
^/HWI£, #l£3f. i s o -TnhVK iso-/f 
sec-W, t-:?"f-/K iso-^y 

/l^y^y. 1 -xf;l7°nA'yfeJ;y l --f^~)V-f9 

tz , *tih tfwm s*m *s ir&iiwmBi&%£mm? 

ZZttmSSti. KIT, "7-y*ft:&;h.fc- 
(Cj-Cj) T)V^)V" {4. n-TOf/PiJitN'i so 

* i t *mm-$-& . 

[02 0 1] ( i ) 45EffleggtkflMKj: LTJ4, Bi 

# 1 T* 0 ; <X> n ifi lX'fo*) ; OO A jWSK^C ( 1 ■ 
1.1) (O^T'. R 7 J2. -Hi>L<J4-CH 3 , 0- 
HicORioCiif. R 10 U:. -C 
1, -OCH 3 , -CN, -N0 2 ^/ti4-NR 16 R 

17 Cit, R 16 i3J:t/R 17 fi. -H£fzl±-CH 3 X' 
foh„ ) (c i o ttj:(={fift § ^ x -/Pi /ci4 t° y y 
^T*>S*» ; 4^t4. r 10 «-f. -ci, -CF 3l 

-CN. -OCH 3 . -N0 2 . -C (=0) OR 16 , - 



L kj 

(1.1.4) 



l 

O" H ^W 3 

k 

(1.1.5) 



NR 16 R 17 i£:t4-S (=o) 2 NRi6Ri7 
R 16 £J;^'Ri7{4. -H47t(J-CH 3 T'*4o ) T$> 
9 ;OOR 9 i2, -Hifcti-CHg-CftO ; OOWJ4. 
-O-X'hK) ;OOYi4. =C (R» B ) -TfcO ; OO 
Ri.ti, -Hi/ci4-FT-S>0 ; ifcfcfc, OOR fl £J: 
V'RB(4. SfcSrte-HifcU-CHsTfcft^; Sfcti, 
R fl i5=tVR B (i-^tC^§^T. - (C 3 -C v ) 

*(4. -HT*0, 3&»o. flfctrJi, -H4fcli-CH 8 
T"£>>5 ; OOR^iW 2 !! -H. -Fi*:i4-OC 
H 3 T"S>D ;OOR 3 (l -Hifttt-CHstftO ; *5 
itO OOR 4 . R^itfR^i, -H (fc-£U R 5 i3 

F. -C 1 . -0CH 3 . -CN ; N0 2 , *5tf4, -C 
(=0) R3£?zli-C ( = 0) OR 3 (ilt, R 3 f4 
-CH 3 T*-g»„ ) X'fcS^ ; tfzii. Rs$i£l/R 
s l±, -IC^^ot, SMfcS ( 1 . 3. 1 ) , 
(1. 3. 2). (1. 3. 3), (1. 3. 11). 
( 1 , 3 . 12) ( 1 . 3 . 15) «0»»SJBlS 

3 ( i . o. o ) -r-^$n 

[0202] ( i i ) •f-<01S^^ i 7^'07tcIB«L 
7t Mc7)» 4 t v ^UNdlHRfi . R 7 ** - H T'fo 0 ; R 9 ^ - 
HT'ftO ; Ri&Z.ltR^tmjjt i>-cn z X*fohir ; 

9 ; R c i3 it/RD^'MTj^: t-Ht'^O ; R^-Ht 
S>0 ; R 4 ^-HT'^)0 ; R 5 ^'-H. -CI, -CN. 
-OCH 3 . -C ( = 0) CH 3 S^(4N0 2 T'S>9 ; R 6 
^-H (^7tfL. R 5 feJ:t>'R 6 {i. |W|B#(c N M*ti- 
HTttSrV*. ) ; 4fcl±, -Ftr**^ R 5 
feit>*R6^-i^(^^§oT. ( 1 . 3. 1 ) 

*fctt9t^ ( l ■ 3 . li) R^s^it/R 

[0203] ( i i i ) igm<r>% ^hmmmii 

Xfo 0 ; m*« 1 T"£> 9 ; OOnj&U 9 ; OOAiW 
^(1. 1. 3) iz\z\X\ R 7 (i, -Hi>L<<i- 
CH 3 ; ifzlt^ 0- llic7)R 10 [*<IT\ R 10 (4. 0- 
2ffiO-F, -C 1 „ -OCH 3 , -CN. -N0 2 tfz 
(4-NR16R17 (Z\ZX\ R 16 i3 J;VR 17 «i. -HSit 

ii-cH 3 t'$)S„ ) (cioaBftSti/sey^ifctt 

7x^tft** 1 ; ifcfi, R 10 i4-F. -CI, -c 
F 3 . -CN. -OCH 3 . -NQ 2 . -C (=0) OR 
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15, -NR16R17J/i(i-S (=0) 2 NR16R17 (~ 

ZX\ R 16 :B4t/R 17 {4. -Hi/t(±-CH 3 t$) 
&. ) T-^D ; OOR 9 li, -H4£t4-CH 3 T*&y ; 
<X>Wi4. -O-T'ftD ; OOY(±, =C (Ri a ) -f 
$>y lOOR^fi. -H4/2(4-FT-£>y ;OOR A & 

(4, R ft *3J;VR B (i-^^$oT. - (C 3 -C 7 ) 
i/?uT/l^^-xt°n^£JFML ; <X>R c ii4V 
R D o-}jt4. -H-e&y. ffi^TJi:. -H4^t4 
-CHgT'&O ;<X>R^j:y'R 2 il -H. -F4fc 
{4-OCH 3 T"*9 ;OOR 3 ll -H4«i-CH 3 t 
fcO ; tsitf, OOR«. R 5 fc4?/R 6 i4. — H (tzfz 
U R 5 &4W(4. |BJB#£. Wirfcfc-HTiiS: 

V\ ) , -F H -C 1 s -0CH 3 . -CN ; -NO,, 4 
JfcJi, -C (=0) R3£fzt,±-C ( = 0) OR3 
X\ R 3 (i-CH 3 T**S„ ) X'fohfr; 4*:i4. R 5 & 
±VR 6 (1 -ISt^Sot, »^ (1.3. 
1). (1. 3. 2). (1. 3. 3). (1. 3. 1 

l ) . ( 1 . 3. 12) tfzlt ( 1 . 3. 15) 

t-\ ( 1 . 3 . id. ( 1 . 3 . 1 2 ) a 4V 

(1. 3. i3)fcovvr, R 23 *3J;V'R 24 {i. mitt 
i>^fcT&4. ) «gfcfr£?iM-r&. 3 

( 1 . 0 . 0 ) T&Zti&4fc&toWWft>ti&. 
[0204] ( i v ) ~t<"±Mico^y ^yyi/Zi^ML 

HtJbO ; R fl 334:t>"R B #*— 8H^-5ty?o7nh^ 

- x t° ngp^-4 *> (4 5/ 9 u 7'>/P- x tr TIM 
L ; Rc*i,£W;mfi"i: t-Ht»f) ; R 3 #-Ht 
$>0 ; R 4 £ XXfRstfMJfb i>-HX"$> 0 ; R s ^'-F 

4^(4. R 5 &4tme£^g^;b§oT, 
SK*3ft ( 1 - 3 . 1 ) 4fc<±tfifcS ( 1 - 3 . 11) t 

[0205] ( v ) ^bjct)^^ $ ^hmmm 

(4 . B 1 £ 4 V B 2 imMz 7 x 4 [4 hf U S^T* 
0 ; m*« 1 0 ; OOntf 1 "C* *) ; <X>A**S 
(1. 1. 4) C«i;T\ vi4, OifclilTftO, R 
8 54. f /U— 5-4 )V; 1,2, 4-hUTV 

— )V-3-4)V\ 1,2, 4-h'jr/-;l/-3-t> 
-5-4 fr; 1,2, 3-h 'Jr/-/P-5-<;l ; >f 
5 ^y— /V- 2-4^; 4 S. yv'—)V- 4-4 )V; 4 5 
rVU ^-2-^^-4-^/1/ ; 1,2, 4-^-^r-t 

yrv— /p- 3-^/1^ ; 1,2, 4-^t^yrv— /u 

-5-^>--3->f/P; 1,2, 4-^-^tf^ry'-/P 
-5 --f/W ; 1, 2, 4-^dr1?-> ;: rv'-/P-3- ^> 

— 5 — f /l^ ; 1, 2, 4-^wry-^-5->f 

/P; 1, 2, 4 -^fy'ryWL- 3 -^y- 5 
)V\ 1, 3, 4-^ty*r/'J^; 1,3, 4-vJ-^f 



y^t/y;l ; t°u U/P ; b°^y"U/U ; S 
~//P ; y*7l- ^ 'J 5 ^ ; t°o y F zz.)V ; 2 - U-^-U 
/P- ; 2 - tf U F-/P ; 4 — tf y K -/P- ; t° y ^V>- 3 

-jj-W/u ; f-rvy/P ; /^^■r> ? — /p ; eyy/i ; 

try S>>— /P ; f^x— /P ; ifzli. ^W-J—iVX-fo 
*). c\tlt>li. ±X. 0 itzii 1«DR 14 [;;T\ R 
14 <4. - (Cj-Cg) T/l^/K /k4^{4t°yy 
?VX'foK>. ^fi^O#^(4. 0&^L2«9-F, -C 
1. -OCH3, -CN. -N0 2 . NR 16 R 17 (ZZ 
X\ R 16 *3 4^R 17 (4. -H4/S(4-CH 3 T'&I» < , ) 
T'fcS^; 4*:t4. R 14 {4. -F, — C 1 s -CF 8> 
-CN. -OCH3, -NO,, tL<li, -C (=0) 
OR 16 . -NR 16 R 17 4^t4-S ( = 0) 2 NR l6 R" 

(ZZX\ R 16 BitfR 17 (l -Hi«i-CH 3 tfe 
-S. ) Ti>*) ;OOR 9 (4. -Uttzit-CH 3 X'hK) ; 
<X>W(4. -O-X'foK) ;<X>Y{4. =C (Ri.) —X 
fo*) ;<x>Ri a {i, -HJftli-Ft* 1 !) ;OOR fl *3 
4V'R B (4. MC, -H4^{4-CH 3 T'fc-l.* 1 ; 4/2 
(4. R fl cB4VRB(4-*f^i?§oT. - (C 3 -C 7 ) 

R B ^lOi4. -HX'h*). ti*^>. fffi^T{4. -Httzii. 
-CH 3 Xfo*) ; OOR 1 *3 4VR 2 (4. — H, -F£tz 
(4-OCH3T-&O ; OOR 3 t4. -Hifcli-CHjt 
^50 ;^4V. OOR 4 , R 5 *54VR 6 {4. -H (fc«f 

^. ) . — F N -C 1 . -OCHg. -CN ; -NOj, 4 

fcll, -c ( = 0) R34fctt-C ( = 0) OR3 
X\ R 3 l±-CH 3 tfel)„ R 6 fc 
4V'R 6 (4. -i(:^$-.T, aH^C (1.3. 
1). (1. 3. 2). (1. 3. 3). (1. 3. 1 
1 ) . ( 1 . 3 . 1 2 ) 4fcli < 1 . 3 . 15) iDgfrfr 
fcJKfcrs . ]SP^T'35So ] 5^ ( 1 . 0 . 0 ) 

[0206] ( v 1 ) •r<"±o/t9^97-ciatfeL^ 
y— /u- 5 /u. 1 . 2 , 3 - h y rv— /p- 5 - - f 

/1-4 7t {4 1° y i^/Prfc y ; R c 4 1£ R B ^"M^ri: i> — H 
T'fcy ; Rotf-H-C&O : R 4 i3 iVR B * I PTfri: fc- 
HT-.fcO ; R B **-F"C*&36>; 4fcli, R 5 i54V'R 5 
A-'-^(^i?$-oT. ffi)^ ( 1 . 3. 1 ) *fcl± 

( 1 . 3 . 11) 

[ 0 2 0 7 ] 5$ ( 1 . 0. 0) T**$nM[:-£-»i>^ 
iMHi, naf->m&»4>B»^** ( 1 ■ 0. l) : 

[0208] 
[ft88] 
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[0209] T£k$tl&— 3 h'SP^T'fcS o 'fr 
8t*>£tf>aifiHi. Y«*t = c (R! a ) -ifctt- CN 

— (O) k ] - ic\c\X\ kHU 0*fclilT*9. IE 

(O) ii. k#lTA*B*fc:. ^N-«i/Hi 

§fL^»„ fcAfU R 8 N — ^fnSCfj 

- ^.-r n JK-?j^ mile N-\fn Jg^ o N-^yFIt 
&oTLJ:V»£i:fc:fcfchXi3<. Lfctf-iT. IEL<IB 

& n - ^ is vs^miHz i> mm zti& . 

[0 2 10] Y#- CN^ (O) k ] -0>»*£^r$N& 
( 1 . 0 . 0 ) T^S^S-fK'&fliWtU 5 * 
( l . o. o) T^Siift'ft^Bftt, =c (Ri a ) - 

c;;t\ liiR^ii. ( i . o . o ) x-mztiz 

[0211] =C (R! a ) -gB#<7)R 

'aii. -F ; -C 1 ; -CN ; -N0 2 ; - (Cj- 

c 4 ) 771** A*-: - (c 2 -c t ) r;^-;W; 7«y*fl: 
Sfufc- (Cj-Cg) Tft^tiV; 7«y*ffcS;Ji*:- (c 
i-Cg) T/l-^df^; -OR^&itX-C (=0) NR 




(1 .0.2a) 



[02 1 5] Ci OiS^i t tf^S & . 

[0216] *%BJ^r^ J: dfcSStHMSIicfcvvc . 5 

-a ( R! a ) tj <£V2 ■ ffi ( r 1 ) araati. ^spi 
( i . o . o ) vmzti&fc&iit£t&>mt*jEL<m 



(1.0.1) 

X\ R 12 a *3iVR 12 b {i;, Sltifcfc. -H ; -CH 

3 ; C H2 C H3 ; C H2 C H2 C H3 ; C (C 
H-3 ) 2 j CH2CH2CH2C H3 j CH ( C H3 ) C 
H 2 CH 3 ; -CH 2 CH ( C H 3 ) 2 ; - C (CH 3 ) 3 ; 

[02 12] U>>U =C (Ri a ) -3U^Ri a a«aE 
t± s -H ; -F ; -C 1 ; -CH 3 ; 4fcJ4, - (C 2 - 
c 4 > r;I^f-/KD*ft**^-*ii:3i( t jff4L< ; 
CffSKIl R\\t. -Fifc(i-H*C**. 

[02 13] Ri a J4, B*3fcihh<7>Rit5j:tfR ! iKJIK 

F § ^ ^ttfxT #3 < . Y^'=C (Ri a ) -X'fo 

9 ; ^ mftb^ufit corn-fifty 3- -tvcotJ&L^m 
^mrs^ ( 1 . 0 . 0 > xm^ttut^m^mmm 

9. ntflXfot). R z &XXfR°<vmfibl>tf-HX$> 

9. y**=c (R! a ) --cfc**nflH<?^afcjimw4» m 

Tco J: a 2rHR5$ ( 1 - 0 . 2a) ts JtHEIMbS 
( 1 . 0. 2b) : 
[0214] 
[ft8 9] 




(1.0.2b) 



it. -Htfzte-FX'foZo. 

[0217] 5. 1 (W) frfet/fcR«-. R 5 - 

-3fy75 K'&tttt. 3t ( 1 . 0 . 1 ) -cs 

tizx *)&.i&ztih. ntL^mmmmiz^^x. 

BM4, gE^R 6 (cj: O^^-KftSfLS**. §P*RHc 
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[0218] 
[ft9 0] 



jft ( 1 . 0. 3 ) : 




[0 2 19] Csft*. Wii, -O- ; - S (=0) t - 

(;;t, t«±. o. i4fctt2-r»*. ) ; 

-N (R3) -[ZZX\ R 3 t4, — H ; — (Cj— C 3 ) 
S 0 )t»ftU £F4L<{4. -Hifcll-CH,?* 

[0220] ^mco^crmcommmmiza^x , w 

14, -S (O) t - ( tW\ 0. 1 4fc«2T*6. ) 
£S5fc L ; L < S4. f-*x--7VWfr6*J»£$-4 - 
S - £ Sift^S . ^^x— r/Hfr^^SSSfJS^J&^-ft^ 
*ufc*£, x;w^^(4x;^-/i^g-^^-f 
£fc3&£*§aiJB«fc:tJVvc, w*i-N (R3) 

■3. ^(ct,*»*»i)i?>-r, snM-?i4, MftSfmvt 

t>i<. mflES^S(4. -CH 3 T'fcSii: 

[02 2 1 ] R 4 . R 5 £4:im 6 K&X<7);Kl|fc{4, IEL 

4£4:W;$:H. Lfzifi-oX. Biffi-fttfy ^—Jimzm 
( R 5 ) *)fcJ±*/H»- (R 4 MiJ4. iBSt^tLt^Tfc 

#>£>u{4. irriafaa^^-m^o*a^^'s»§ 

fvrwcfcvv, L^L. * (l. o. 0 ) "C^fiS-ft; 

[0 2 2 2] gP^Bi^'^iX/l^cOiftLU^ItfeSr* 
R 5 fcJ:Z>"R 6 i4, 4^. $ 

* h^T^-So R 5 t3j;t/R 6 <7)iix^<7)*i*<7)^ 
o*rt4. 4fc. 5ft ( 1. 0. 0) 

[0 2 2 3] R 5 &i:tm 6 {i. -Ht*-?T i «fcV^ 



(1 .0.3) 

& £41^(4. fc 9*>H\ -F ; -C 1 ; -CN ; -N 
0 2 ; -C (=0) R 1 6 ; — OR 16 ; -C ( = 0) OR 
1 6 4 fcli ~ N Ri s Ri 7 X'fo o T it V V R 5 **- Ht* 

<, rir, R 16 i4, (Cj-c*) r/w^/w; 4 
( C 3 - C 8 ) 0 ; HrflBT/t^ 

/kfc4t^?nT;Mr;M4. -FUXlf-C 1 
» J: "5 5 *i5 0 - 3 4 "9 K8t $ ftT v * 

[0224] Efls¥WSE«"C**i.Hr. ±IEL*:3¥4 9^ 

mmm^mmt . r o 4 a 

«l ifia^r >r > b* h n mimm ^x±rz> fremiti 

L § tco v ^ X Mftitiii^ o fc^FSt «rt^ t -r 
S„ icoi d^4L^HSfiffi«{4. *BBffl»rPSBfc: 

[0225] L^mmmmt lxi±. § & 

R 6 i3j:t;'R 6 OS*i:t#J: fctc-F ; 
<7D ; RS^-HT-fcO. R 6 s6<- F t'fc l» t <50 ; *3 

4V\ R 6 * s -Htftl R5*i-F ; -ORi^ 

MxJ£\ -OCH 3 , -OCHjF, -OCHF 2 4/S(4 
-OCF 3 ; -CN ; -COOH ; -COOCH 3 ; -C 
ONH 2 ; -OCOCH3 ; £?zl±. NH 2 X'$>&i>CDtf 
mft?ti&* ft&#£ U^dtiBtttt. R 5 #-Hfi» 
0. R 6 *5-Ft*§t«; R 6 ^'-CNtAl 

A*-?, R 6 ^*-Htl)Si)0 ; *34t/\ R 6 #-N0 2 . 
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-CN, -OCH 3 ^5^4±-C ( = 0) CH 8 T*9, 

[0 2 2 6] R 5 fciVR 6 {i. £fz, - (Cj-C^) T 
/Wf;M3J:tf- (Ci-C 4 ) T/l'3*^*-frtraHHfe& s 

14, 0 -3«<?>araei-F4fcti-C l 04 
£{4 HfflOgJfeS (Cj-C 2 ) TJU3*is#j\s#—jV 
- ; (Ci-Cj) T)V$c)V% )V- ; 4*;{4. (C 

, - c, ) r;^;^^-;^^f^-T'B^$tLTv^ 



[0227] 5.2.0 Bi^'7j— /UT-feO, 

flB»Bi36*7x-/i««?>ff4 u r 5 

£J:t>*R6{4, ifc, -Wct-Jt, a&ifcS (1.3. 
1 ) &1">L ( 1 ■ 3. 15) : 
[0228] 
Ufc9 1 ] 



(1.3.5) 




(1.3.10) 



(1.3.11) (1.3.12) (13. 

[0229] C5^4>. R^Bit/'R 21 ^, -H ; 

-F; -CI ;-CH 3 ;-CH 2 F;-CHF 2 ;-C 

F 3 ; -OCH 3 tJ«trf-OCF 3 i6>ib5r4»J: OSbfcfc 
a&Srt.*llT* l 5 ; R^&XU'RZHZ. Mil 
-H ; -CH 3 ; -OCH 3 ; -CH 2 CH 3 ; -OC 
C H3 \ C H2 C H2 C H3 ] C ( C H3 ) 2 l 
CH2CH2CH2CH3 \ C H ( C H3 ) C H2 C H3 j 
-CH 2 CH (CH 3 ) 2 ; -C ( C H 3 ) 3 X"fo&fr ; 4 

fcfi, jftK -Mfe-^ 
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( i . o . o ) x-m^fi^it-ma^mmzmm-t^^ 

o.o) T'mzii&fc&mizmcot&tt. mz. mtsxt^ 
rs h-awti oayi)cS^PDE4i?a*fc3|E«w^ 
fas^r p d e 4 mmzms&z&&&x'&mw%mvrm 

(bioi sostere ic) X'foh <, 
[0 28 0] 5.6.1 Aflgfrftjg ( 1 ■ 1 ■ IK 
1.2) ( 1 ■ 1 ■ 3 ) T^Sft-Sggfr-C 



( 1 

Asojeai^aMHe ( 1 . 1 . 1 k ( 1 . 1 . 2) & 

fcfi ( l . l . 3 ) J; 

[0281] 
Utl 09] 



(1.1.3) 



[0282] A££ jtag-r £ t&><rm& < cotlt L \ 
( 1 . 1 . 1 ) cott^TAO » -H(i. z\cr>WMmcr>lft 

itv^swcsb*. ( 1 . 0. o)fctswt, r 7 ^' 
i-cooH«t, afifrse ( 1 . 0 . 5 ) 

[ 0 2 8 3 ] ri R 7 £%tt&tMfreo&MirtMM 

Mx-fo 0 , # &t * 3M3.x*coz~.co£. 0 Kwamw 
i^iity^vi^W^ft. *<J!)t8», ;;t. Mia:? 

x 4 fc (i h° U . J9i Miz J: 0 . 3 TOT?) jfift 
£R 12 K«fc9S8l3*U R 12 J4. -F, -CI. -C 
N, -N0 2 , -OH. - (C!-C 3 ) T^rj^fK - 
(d-Cs) T/l^^i^i-NRisRi? 



F s -CI, -CH 3s -OCH 3 , -OH, -CNSit 
fi-N (CHj) 2 «I*^ttS 1 £fc»4 2flI<7>Hfll£ 

R i2 ^*4-r?»T"*^ ^ o R i mm&cr>mmt Lx\t. 

Sfet, -F ; -C 1 ; -CF 3 ; >j-^V (=0) ; - 
OR 16 ; -N0 2 ; -CN ; -C ( = 0) OR 16 ; -O 
-C (=0) R 1S ; -C (=0) NR 16 Ri7 ; -O-C 
(=0) NR 16 R 17 ; — NR 16 R 17 ; -NR 16 C ( = 
O) Ri? ; -NR16C (=0) OR17 ; -NRies ( = 
O) jR" ; ifcli, -S (=0) 2 NRi6Ri?^W^ 

[0 2 8 4 ] ffiWM^*R 16 fcJ;VR 17 i4, -H ; - 
(Ci-C 4 ) T/Wf/K tJ±h<li. -CH 3 ; - (C, 
-C 4 ) TlVT-lV; - (C 8 -C 8 ) y^nT/K/k 
L<Ji\ y^nTnbVl/ ; 7i-;l/ ; Kyis/V ; 4 
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(4, L/i^T. WSUCtO, 3M2TFtf>S8«l-F, 
-C 1 SJtiJ-CNU.tOti^tV^. 
[0 2 8 5] ±IBt^:J:5^R 7 fej;VR 9 c7)*T4L^S 
Wctcat<af4^C ( l - l • l ) "C$iZti&#fti'ktx& 

o 

o o U 

A_. A^ch, ' 



OH 



(3-5.1) 



(3-5.2) 



H 3 C 



O 

A 



(1.0. 0) T^S*i*'ffc^<9£;h.6tiJ:tf*05fl& 
w*f 4 U LTii. t 9*>W\ an^st ( 3 . 

5. 1 ) - ( 3 . 5. 15) : 

[0286] 

C-ffcl 10] 



CH, 



(3.5.3) 



O 

A, 



(3.5.4) 



O 

A, 



CH, 



CH 3 



(3.5.5) 



O 



OH 



(3.5.6) 



CH, 



O 

A, 





(3.5.7) 
O 



T 

(3.5.11) (3.5.12) 
O 

■\ 

>\CH 3 
H 3 C CH 3 
(3.5.15) 

[0287] £J: 9iS2ti£S3&*#(f t>Kh« 

[0288] a»4. ssik^r 9 t =t oaasnr 

H£*#5£ ( 1 . 1 . 2 )fcj; Ofs^i-U R 9 «4. - 
H ; - (Ci -C 4 ) T>V*)V ; - (C 3 -C 7 ) y7n7 
)V$r)V ; 7i-ll- ; "^iM- ; —OR 18 ; — (C 1 — 
C 2 ) T/V*fU-OR™ ; fcitf, - (Ci-C,) T)V 
*)V-C (=0) OR 18 (;'T\ R 18 «, -HiJtfi 





(3.5.9) 



(3.5.13) 



NHL 




O 

X 



O CF 3 
(3.5.14) 



- (Cx-C*) T)V*>VX*foh» ) coMM^-t^. R 
18 fi. *J4L<ti, -H4fcli-CH 8 T&&. 
[0289] L/C^ot, AS^SiJ-S ( 1 . 1 . 2 ) 

( 4 . 1 . 1 ) - ( 4 . 1 . 5 ) : 
[0290] 
Utl 1 1 ] 



XX IX XX A N X 

A 



o o 

JUL 



N OH 
H 



(4.1.1) 



I 

CH, 



(4.1.2) 



I I 
CH 3 CH 3 



H 3 C 



N 

I 

^O 



[02 9 1 ] IzX £ #*T*# S . 

[0292] Acomm&T S F^^?&£3gNdlftK 
{4, ( 1 . 1 . 3 ) : 

[0 2 9 3] 
[-ffcl 1 2] 



(4.1.3) (4.1.4) 
O 



CH, 



(4.1.5) 



A 



N 



[0 2 94] KJ: O^^ix^, 



(1.1.3) 
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[0 2 9 5] tMLfzW&ZlSRZCDmmzmZ^ft^ 0) : 

( 1 . 1 . 3 ) THkZtL&tgftt:irtSl& (1.0.0) [02 

T'*§^^^-^oitL^i3J:^^ffioS|]!i««t t [-fill 
t o*>w\ aw^e (4. 5. 1 ) - ( 4 . 5. 2 



o 



9 6 ] 
13] 



NH 2 

(4.5.1) 



{4.5.5] 



o 

* N 
H 


0 

^NH 

^CH 3 


Sz 


(4.5.2) 


(4.5.3) 


(4.5.4) 


H 


H F 


H 


(4.5.7) 


(4.5.8) 


(4.5.9) 



CI 



o 

A 




CI 




o 

A 




(4.5.11) 



(4.5.12) 



N 

H F 

(4.5.13) 




O 

A 



N^F 

H i H JL. 



O 

A, 




F 

(4.5.16) 



CI 

(4.5.17) 



^CH 3 



O 

A, 
N 

H OH 
(4.5.14) 

H 



I 



JUD 



(4.5.5) 

/ H 

(4.5.10) 



(4.5.18) 



(4.5.19) 




[0297] i>zx r )^zti&msm?t>ii&<, 

[0 2 9 8] 5.6.2 AifflftlK ( 1 ■ 1 ■ 4 ) T 
ffihA.!WKih£ ( 1 - 1 • 1 - 4 ) OffiBrtKA* » -t 



NT 

I. 

RJv 



[0300] Ciitr. vii. oifctti-cabo ; 3&» 

o„ R8(2, ff5/^l-5->f^; 1, 2, 4~F 
'jr/Wl/-3-^^; 1,2, 4 -bi; TV— 

5->f/P ; 1,2, 3-h ] JTY-JU-5-J 
)V ; >f 5 ^VWU - 2 - >f ;P ; >f 5 4 - A 

)V\ A $¥WJ>- 2-*>-4 -4)V\ 1,2,4 
-tWr/-/l/-3->f;k; 1,2, 4-^^' 
r/-/P-5-^y-3-^k; 1,2, 4-^t^ 

ryWP- 5 -A )V ; 1 , 2 , 4 -^^fyr/^/^- 
3-5j-V-5->f/l/; 1,3, 4-ttV-isTW}V\ 

1,3, 4 - ^t yrv^/i/- 2 - 1 y- 5 ;k ; 

1,2, /P- 5-4 )V ; 1,2,4 

-t^fyrywi/- 3-*>-5-4jv\ *^ x /y 



1. 4) : 
[0299] 
Wfcl 14] 



(1.1.4) 

; ^v^-^^/y^ ; trny;P ; b°^yy;P ; 
5 ; ^7i^ y 5 V)V ; bn y Y—JV ; 2 - b^, 
y F— ; 2 -b°U F-/1- ; 4 -by F— )V ; t°'J^y 
y-3-ity-f/P ; fT/'J/I/ ; A VfTV'J^ ; f-T 

/P ; try 5 ; b°9^/P ; t°'J^y^ 

7*7— )V ; 2, 3-ytKn\yy"77-/l/; 1,3- 
S^b Fn>f y^/7 5-;P ; 2 H- 1 -^y/t°7- 

/k2H-?n^-/l/;? 07-/^ ; \yy'fX-/^ ; 

l h-a ; ^xxm s r/y/k ; ^yx^ 

wy/p- ; «ssX4 y^^/u;p ; ^y^ryy 
;p ; oy f y ry y ; ^y y f y ; ? * 5 
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: J— )V\ 1, ; U-^ ; >f V=* 

C 3 , 4-d] U'JS ; t° U S K C 4 , 5 - d } 

b U 5 ; >f $ [1, 2 - a ] b U ; b° 

IJ ^ t |J . r ^ y iJ= _^ ; £ 1H-7'J- 



[030 1 ] Sfi^e (1- 1- 3 ) t ( 1 . 1. 4) t 

tiXti < . gfrfriS ( 1 . 1 . 3 ) *5 <k V ( 1 • 1 . 4 ) 

[0302] 
Utl 15] 



o 

.A 



(11-3) 

[0303] v^'OtfeSt^ R 8 lt 0. 

o) x^ti&fc^com&^wzmmiztiti. Ltz 

^ot. -tWi. R 7 #"T5 KaSWW»- C (=0) N 
R 9 -^LTS ( 1 . 0 . 0 ) TglSfl-MLlli^J^ 

Dogp^^^^gp^ ( i . i . 3 ) x*mztiz>& 

R 8 fci;tm 7 g^OW7jht>;^T$ h'^fifgfcfr- C ( = 
O) MR9-^^-tT5t ( 1 . 0. 0 ) X^h-h\Y/£ 
®}<7>nz>Mftizm&Zii& . rcoWttiViT, fllifciS 
(1.1.3)^(1.1.4) fc^g|S#IS]<7)ffljt{4, 
R 8 gP^^R 7 ^^cor a 1^K^ffi3S^^O« iOffliS 

[0304] jaT«KBB*«tafc'f-*fe«>fc:, 
T-aaaUii'fc 2&^rnStafrjfri:£. *ttfc:, — »t 

[03 0 5] 7x-;k ^>^4^(i^.-fniiSP^(?) 
vvf^ioJ^oiWIMSFPtt, 0-3«DM#t»R 14 

* «4i^> v vrtifr i oja_t«o jjatisre * itt & am 
tewmm-ch*). mmwmnmi, - {c 1 -c i )r 

/l^/K if4L<t±. -CH 3 ; - (C 3 -C 7 ) i^n 
TVF^r/K #?4L<{4. y?n7nt/I/ ; 7i^;< 

it, futET/l^/K y?nW/K 7i-;k 
j^/P „ b V i> )V £tz\i*rJV -/L-gfcfrii: , Bfffltc <fc 0 , 

1 i!tf±2ffl«K«aS-F. -C U -CH 3) -OC 
H 3 , -OR 16 , -CN4^{±-NR 16 R 17 tcj; 

StfiTH*. #*Lv^WB«fc:tjv^T, R 16 feJ;y'R 
17 Ji. ftftte. -H4fcli-CH,t*4. R 14 #'B^ 

sfL-cw^,^, warn*. -Fttziz-cix-fo&co 

##4U\ R 14 K«^ Sfcfc, -F ; -C 1 ; - 
CF 3 ; ^"dfV (=0) ; —OR 16 ; -CN ; -N0 2 ; 
-C (=0) OR 16 ; -O-C (=0) R 16 ; -C ( = 
O) N R 16 R 1 7 ; -O-C (=0) NR 1S R 17 ; -NR 
15R17 ; -NR16 C ( = 0) R 17 ; -NRisc (=0) 
OR17 ; -NR16S ( = 0) 2 R^tfzii-S (=0) 2 
NR 16 R 17 Sr#tf„ ±IB^ Lfztfrt tV tggfcJRtt£lft 



(1.1-4] 



R 14 ^'#l£^^B# s — F „ -CI, -CF 

3 , -OCH 3 , -CN±fzl±-N0 2 cr>mMZ^-t&Z\ 

[0306] 1 oJgLbaSKK^i, ^rnlf 

SKJ-Cfc 4 £44rf £ 1 ^-ffwottiSS^fc , lifffE^u 

[0307] f£ScDg»^nIgS8«R 15 {4, -H ; 

-C ( = 0) OR ls ;-C ( = 0 ) NR 16 R" ; - (C 
1-C4) T/Mr/K if4L<{4, -CH 3 ; - (C,-C 
J - (Ci-C 2 ) r/Wa*^ fiL< 

(4, -OCH 3 ; - (C 8 -C 7 ) y?nW/K #4 
L<(±. y^n7ot';k 7i-^ ; 4/i(4. \yy;P 

MIET/i'df/P. r;w^--;i-. 7;w^y, ^y 

P7/W/k 7x-/k4^{4^>-i>7Mi. FlStCiD, 
2 Ili^TOSJtt Ri 1 tiZ£ y )SM£tlX\^& . 

[0 3 08] ffiHKSR n {i:. -F ; -C 1 ; -C0 2 
R 18 ; -OR 16 ; -CN ; -C (=0) NR 18 R 19 ; - 
NR 18 R 19 ; -NR 18 C (=0) R 19 ; -NR 18 C ( = 
O) OR 19 ;-NR 18 S (=0) P R 19 ; -S ( = 0) p 
NRiSRis («r^t'\ p(i. l4fe|±2*C&0, ML 
<{4, 2"C**. ) ; - (Ci-C 4 ) r;l^f;l', *F4t 
<(4. -ch s ; fcit/- (C x -C*) T;t-3df^ (- 
it. R 11 ^. ±IE-ORi 8 ^Stt**L, R 1S I4. - 

(C1-C4) T;^;k, $T4L<ii, -ocH 3 i:£i 

sm&^^wmm. -f ; -ci : - (c x -c 2 ) 

a*ti/j))V#-}V ; - ( Ci -C, ) T}V*JVJt))V#-)V 
i3j:t>*- (C 1 -C 1 ) T/^/^/l-^/^dfixfEffM 
KiOMftSiiTV^. R 18 fccfcV'R 19 Mm*4. - 
H ; 4fcj±. - (Ci-c 2 ) r;l-^;k, *T4 L<{4. - 
CH 3 ^^. FJfMtiD. 3ffliilT<^-F ; &tz\$. 
-C 1 TBfl|$#L-CV^. 

[0309] R 9 Mjg»i:, JJB*S J:V3 6(c£lT^» 
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< 1 . 1. 1 1 ) - { 1 . 1. 38) l&HZtl&Z. 

o?ggfc$i-<9— # h =3r o fcflftRasfl' £ ®J^-T « i £ <n & v * 
ffl*M J F(c«LT<0*»&-Sfi.&*>i3 , C»«. R 9 S« 

ffiR^ttT* 0 s 3^ ( 1 . 0 . 0 ) T^SfiS-ft^Bj 

itfcr&S. R 9 ^l>3 lo<0#4L,V^»*JJ, -CH 3 T- 

[0 3 10] R 9 *3j:tA'R 15 g^<7)rHl^ffi5ttt^ 
fiS^sfxT&O. R 9 fcJ;VR 15 a^!^M^ri: t>, Sfcfr 



S#SKR 15 ii. 9S#5£ ( 1 . 1 . 4 ) -C'jft^ix 

JSWHciSS^**^ (1. 1. 11) - (1. 1. 3 
8 ) $ &fc«^^^ntMfc»-£##fc t 

N-N 

R 15/ 

- 5 - ^ 

(1.1.11J 



a*ft3l*i. tttfe^T. lM*JKf«^(l^$ 
ft., Lfc^ot, ( 1 . 1 . 2 K ( 1 ■ 1 ■ 

3)*JJ:V(1. 1. 5 ) tcj; D^ftSft-S^-f-'fL^cT) 

tuieamM^ii. M*£*'vr nates 

1.4) W«HrtteAftv^"^i^aHHc*JV^'Ct>#ffi^- 
[0311] A3£*«ai^ ( 1 . 1.4) T-fSSfLSSB 

#£S»fe l . v j6* o t tea i x*fo h m^^wmm- 4 
L^WMmtmmz^t , ( i . i . ii)- 

(1.1. 38)T'fi£*l4. R 8 £5£#t^&«i^ 

[0312] 
[Ybl 16] 



N-N 

R 1S/ 
(1.1.12) 



N-N 
R 1S/ V s 



N-N 



OS/ 



.^i, 2. 4- Nary—A- 1. 2 a-F'ir/ 

~ 3 —^s— 5 — — s — / yt- 
(1.1.13) (T.1.14J 

R 15 



N — ^ 



R 15/ 

(1.1.15) 



N. 



(1.1.16) 



N-N A\ 7 

R 15 N-O 



R 16 N-N 

i W S i)^-Z-t\ 1. 3, 4 -^-dr-t>-5? 

(1.1.17) ry "\\.\.XBl 
R 1S 

N-O O-N 



(1.1.19) 
O-N 



1, 2, 4-*h*rifi?T^ 
(1.1,23) 



(1.1.20) 
(1.1.24) 



(1.1.21) 



(1.1.22) 



,15 



[0 3 13] 



(1.1.25) 
Utl 17] 



-4> 

(1.1.26) 
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15 



(1.1.27) 



(1.1.31) 



15 



,15 



(1.1.28) 



2 — b°y 
(1.1.32) 



C3 



(1,1.35) (1.1.36) 
[0314] AS^gE^ (1.1.4) Wti<nWm: 

^mmmm^^^^Tjk^t. iMmmttz^^ ( i . 

1. 1 1 ) - ( 1 . 1. 38) ^StKSti&S^R 8 



(1.1.29) 




tz°u rj \t- jW 
(1.1.30) 



N'V C 



4 - try K^/w try #V;x3 -^w**- 



(1.1,33) 



I) 

N 



(1.1.34) 



N 



(1.1.37) (1.1.38) 

: 

[0315] 
[ffcl 18] 
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(1.^.11) ^iT 2 r u - 3 -T^r^ v -^.^4^ 

f 

N-^ ^N v N N-N 

R 15 V 5 V s n r« 

— 4 —f /V 7V— A~- 2 -7t>~ 

•(1.1-15) (1.1.16) (1.1.17) f/K1-1.19) 



1 



N-O 
(1.1.21) 



(1.1.27) 



(1.1.33) ~^(?3A) 

[0316] AM&mft& ( 1 • 1 ■ 4 ) -eUSfxSSG 
# * Mm L , v # 0 * (4 1 X'fo h ^ 5M * L 



(1.1.28) 



try 

(1.1.35) 

*LfcSKfc* ( 1 
[0317] 

Mki 19] 



(1.1,32) 

N 




try ^-/i, 

(1.1.38) 

11) - (1. 1. 38) 
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(1.1.11) 



N 

4 — f A- 
(1.1.16) 

R 15 



2 -try k=/^ 
(1.1.32) 



R 15/ V s 



R 15 

■i s; y i?> — 2 — ^-v 

-4 — f W 
(1.1.17) 

R 16 

t 



tf y ^ 3 

(1.1.34) 



(1.1.13) 



R 
I 



(1.1.27) 
M 



fy «*. 

(1.1.35) 



(1.1.15) 



R 1S 



15 



(1.1,28) 



try jft?~A- 

(1.1.38) 



[03i8] &$>miztL& . sp^-r 8 zim-t^a 
[0319] ^3&*SH^e ( i ■ i ■ 4 ) Tmzti&m 
vmei>*Amzmt&& ( i ■ o . o ) -c^fLft-fb 



£tl&U-ftj!t (4. 8. l)-(4. 8. 80) : 
[0320] 
[ftl20] 
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N-N 
H 

(4,8.1) 



N-N 
H 

(4.8,5) 
N 



/ H 



H 3 C 



(4.8.9) 
N-N 

O 

(4,8.13) 
,N 



H 

(4.8.17) 
H 



-N 
H 

(4.8.21) 



CH 3 

B 

(4.8.25) 



N-N 

/ 



H 3 C 



(4.8.2) 



N-N 

H 

(4.8.6) 

N-N 

H N 



CH, 



(4.8.10) 



N-N 
H 



(4.8.14) 
N 



CH 3 



^— N h C 

w 3 



H 

(4.8.18) 



(4.8.22) 
H 



N-N 
H 

(4.8.3) 




N-N 
H 

(4.8.4) 

N-N 
H H 

(4.8.8) 

N-N 
H 




H ■ 

(4.8.15) 



(4.8.26) 




(4.8.28) 
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N-N 
H 

(4,8.29) 

N-O 
(4.8.33) 

N I OH 



JL N"< 
.'^ N ( 



(4.8.30) 
CH 3 

N-O 



(4.8.34) 
N O 

N i 




-CF, 



(4.8.31) 



O 

(4.8.35) 

O-N 
H 



(4.8.32) 
HO O 



(4.8.36) 



(4.8.37) 




(4.8.41) 




(4.8.45) 
(4.8.49) 

& 

(4.8.53) 




(4.8.38) 
O-N 



HO 




(4.8.42) 
CHL 



(4.8.46) 
H 



(4.8.50) 
H 



CF, 



(4.8.54) 




(4.8.39) 
*^ N N^O 



O-N 




(4.843) 

(4.8.47) 
H 



XX .XT 



(4,8.51) 

C=<^NH 

(4.8.55) 
H 




t 



CF, 



(4.8.57) 



(4.8.5B) 



O 

(4.8.59) 



(4.8.40) 



H 

(4.8.44) 
H 

(4,8.48) 

XX 

(4.8.52) 



NH 



(4.8.56) 



(4.8.6D) 




[0 3 2 2] 



[ftl22] 
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XX, 

(4.8.61) 

H 3 C^^O 
(4.8.65) 




N 




(4.8.69) 
N 

(4.8.73) 



(4,8.77) 



NH 



H-C 



(4.8.62) 




OH 



(4.8.70) 




r 

N 



(4,8.74) 

vs. 




OH 



(4.8.7B) 



(4.8.67) 

(4.8.71) 
N 

(4.8.75) 



(4.8.79) 





N 



(4.8.80) 



[03 23] ffiZm^kth . 

[0324] atAawass ( i . i . 4 ) oa^T* 

'9 , v # 0 i fcli 1 "Cft 5 *%ajOSf £ L v ^HffiBfit fc 
LTi± . 4fc. SI5*R 8 j£M y V U A- ; A V F y -/I- ; 
•Y y-i y F ; <>-V" C b ] 77-})/ ; 2 , 3 

b FnA;yy*7 7-;l/ ; 1 . 3-yhKn-f V-^yVy 
7—)V; 2H - 1 -0-V'b°5— ;U ; 2H-?n^" 
; ? nv~y]/ ; \y/fx^ ; 1 H — f yfYV 
IV ; S^yy^ ; ^yX^fy'U/L- ; OX 

4" V**^/V)V ; ^y/fr/'JA- ; ^/h'J TV 
>J ;i> ; o-y h y r ^ ; 7 * 5 ^-/P ; 1 , 8 -1- 

y^-IJ tJ~ }V . ^y ij . ^ y^y ij . d^y"lj 
; — A> ; f5>/n C 3 , 4 - d ] t° y 5 



V—fi, ; try 5 H C4 , 5-d'J h°y 5^— ; >f 5^ 
V* CI ■ 2 - a ] t° y ;U ; t° 'J b° >J ! J—)V ; 7°f- 
y y - n^tJ =fct/l H — 7°y -/l^ JM: 9 SB? 3 ft. 

[032 5] SltfM ( 1 . 1 . 4 ) COgP^T'fe 9. v# 
0 4 fcfci 1 T-* 0 . R 8 # 2 JfeS^niSST-*) £ AS 

teBW-*a£ ( i . o . o ) xmzti&itsmmit 

7»K£ft&SWM(5. 0. l)-(5. 0. 2 
8) : 

[0326] 
Utl 23] 



(8 2) )02-284766 (P200 2-66 



15 



,15 



ox ox. 




N-R 



OX 



{5.0.1} 



(5.0.2) 



-fy-r>KU=^ tb] 

(5.0.3) (5.0.4) 



o&. Qb> CO CO- 



2, 3— Kn^<>y 
(5.0.5) 



(5.0.9) 



. 3— Kt2^y^<> 
(5.0.6) 

5 15 




2H-1 — ;>y^ 
(5.0.7) 



FT 
/ 



a} 



(5.0.8) 



O 




)} — * 



N 




(5.0.13) 
(5.0.17) 



(5,0.10) 



00- 

benzothiazolyl 
(5.0.14) 



(5.0.11) 



(5.0.12) 



CQ 




N 





N 



(5.0.18) 



N 

{5,0.1 5) 

00- 

i. 8~^^y^/i, 

(5.0.19) 



(5.0.16) 
■N 

(5.0.20) 




N 



[0 3 2 7] 



(5.0.21) 



(5.0.22) 



lH-fcf^* [3, 4-d] t^SKCS. 4.-d 



JSI 




N 



[1. 2-a) 
(5.0.25) 




N 



(5.0.23) 
Cftl24] 



(5.Q.24) 



(5.0.26) 



(5.0.27) 



1 H— "7°l) ~/L- 
(5.0.28) 



[0 3 2 8] Cii*C. ^(1. 0. 0)T 
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[03 29] 5 . 6 . 3 Arii*gKftjE ( 1 . 1 . 5 ) CO [0330] 
jjCM [ftl25] 
AS^SP^ ( 1 . 1 . 5 ) : 

■»9 



O H ^W* 



(1.1.5) 



[03 3 1] CsS*, qti. K 2ifcli3T*** t . 

fu iKc< 2: l-Ptf5W4fcJi2o<0«T-Hta;K|c 
L ; W3{±. -O- ; — N ( R 9 ) — ; &tzlt ; -OC 
(=0) - R 9 (i. ±iajgfcLfci:R— tf>S 

<^as*t-frOiC ( 1 - 0 . 0 ) T"S§n^-ft^c=0$^ 

[03 32] gfrfr^ (1.1 



o 

A, 



. 5 ) T^ftSttl^cO 

o 



CH, 



1 



{±2T'*0, R 9 ii. AMWfcti, -Hifett-CHBf 
;W 3 «. -O-. -OC ( = 0) -i«i-NH 

[0333] A£#sfrfr5e ( i ■ i • s ) comm^zA 

hit ( 1 . 0 . 0 ) T^^ix^^^oAMW^Ifisj 
«f±. Sfrfrst (7. 0. 1 ) - ( 7 . 0. 6) : 

[0 3 34] 

[ftl26] 



CH, 




(7.0.1) 



(7.0.2) 



(7.0.3) 




O CH 3 O 



o o 

(7.0.5) 




(7.0.6) 



[0 3 3 5] iZX "O^tlhmX'hh. 
[0336] JJEKBHfctiV^ . 3$ < 1 . 0 . 0 ) 

o.o) T-a^^L^-fb^oHSSKga^^r^m^W^^ 

it ( i . o. o ) xmztih^cokotcm 

b LXit. :^ (6. 0. 30)<7)C4- 

([(2-(W(l, 3] f/Wsj- 
dry-) -7S7]-7tf 
-7x-;W -ii^f/kxxf^;S(6. o. 
3 1 ) C92 - C4 - ( [ C 2 - (^yV CI. 3 ] y 5 :* 
*-/n-5-4 tVttis) -\ZV i JV-3-J]]Vif.— 
)V~) -7S/)-^f^) -7i-/l/) -2-^-f/t— 
Tnti+yigy ^/UXX-f;y ; 5£ ( 6 . 0. 3 2)^2 
- C4- (( C2- (4-7/P^-cr-7iydf^) -f 
U y-'y-3-;?/k#-;i0 -757)-^f^) -7a 
— ;io -2-^^;P-rah°^-yK^f-/i'XX^ ; H 
(6. 0. 3 5 ) CO i3-7)V^X2-4- (( C2- 
(7n^n-7x7^fy) -tfU^'y- 
/y] -757)-/^) -7I-/1-) -ftl^f^x 
X^f/y ; ^ ( 6 . 0. 36)CDl-[4-((t2- 

ewci. 3] ^yn-5-^;Wy) -tr 



'Jyy- 3 -^/ytf-ylO -7S7)-^f/H -3- 
7Wo-7i^H -y7n7*?y^;i/*' >lxf;i/ 
iXf/k ; ( 6 . 0.37)01- ( 4 - ( [ C 2 - 

K^/Cl, 3] y^Vn- -t 
!Jyy- 3 -A)Vtf~}V~) -7S/)-/f;H -3- 
7Wn-7x- ;y ] -y7n7n^7*;W ylxf 
/l^xxf/l' ; 5£ ( 6 . 0. 38)^C4-((C2- 

(W(l, 3] y^Vn- 5--f;^df>-) -5 
- *'-/y ] -757)- 
yf-;y) -3-7Wo-7x-;H -@tlt-*f-;Ki:x 
-r/k;xt(6. 0. 39)c7)l-C4-([C2-(< 

yy'Ci, 3] i?ttvn-5-4)Vtti') -tyy 
y-3-#/y#— ;y) -7S/)-^f;i/) -7x- 
)V) -y^n7aA t y*;^ySxf;Pxxf/l' ; s£ 
(6. 5. 1 ) cr>2- C4- (( C2- (lyV C 1 , 
3) myn-5-<;my) -t°Uy>-3-* 
/I^n/lO -7S7]-^f;i/) -7x-;H -2-y 

f^-7"nt^yl;j^(6. 5. 2)^2-C4- 

( [ C 2 - (4-7;Wn-7x/Jf-/) -t°>J^>-- 
3-^/^-/P] -7S/)-Jtf^) -7x-/l^] - 
2-*^)ls-7"at°$-yM ; 5t ( 6 . 5. 3)oi- 
C4- (( C2- (^yy* C 1 , 3) y^Vn-5- 
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tf/W^BssS (6. 5.4)^2-C4-([C2- 

(^yyci, 3] y«yn-5->(/my) -tr 
>jyy-3-*W-;i^] -rsy)-^f^) - s- 
7/^n-7x-;P] -2-*^}V-J°u 1 e^>W ; ^ 
(6. 5. 5) C02- C3-7/^n-4- ([ C2- 
(4-7Wn-7x^y) -tUy>-3-*;^ 

— zio -rsy)-^f;i/) -7x-/W -2-y^ 

-Tubals ; ( 6. 5. 6)c01~C4- 

([C2-(^yyci l 3]y«Vn-5-^;W 
(6. 5. 7 ) 2- C4- ([ c 2- (^yy C 1 , 

3] y^Vn-5->f;my) -bU^>-3-# 
/W?~AO -rS7)-^f/P) - 

-rnb^-yia;^ (6. 5. 8) C02- C4- 

([ [2- (\y/ C 1 , 3]y^Vn-5-^;l/^ 
3^>) -b°U S>>-3-#;I^x/lO -TS7)-^f 
/10 -3-y b^-y^x/^] -2-^f^-7°nh° 
*V»;*(6. 5. 9) £7)2- C4- ([ C2- 
W C 1 , 3)y^Vn-5-{;Wy) -5-7 
/i^u-bU ^>-3-#/l^xA0 -TS/l-^f 
/H - 3-^b + y-7x~W -2-^f;l/-7nt° 
^-yl;*(6. 5. 1 0) 02- C4- ([ C2- 

(4-7Wn-7x7^y) -b 0 Uy>-3-*;^ 
X/lO -7S7)-^f;l/) -3-> h^y-7 x :: 

;l/)-2-^f/^-7nb^yl;^(6. 5. 11) 
CO f 3 -y;M"U-4- ([ [2- (4-y/M-u-y 

^y^>y -try s^-3-#/i^x/io -rsy)- 

*+)V) -7x-;l/) -if«;5£ (6. 5. 12) CO 
C4- (( C 2- (^yy C 1 , 3]mvn-5- 

-^AO -7x- AO -BMK ; ^ ( 6 . 5. l 3 ) co 
1 - C4 - ([ C2 - {^>Y [1,3] y«yn- 
5-4}V^is) -b°iJy>-3-^M'^] -T5 
7] -3-7Wn-7x-/l/] -y?H7° 
PAy^^>l ; xt ( 6 . 5. 14)coC4- 
([ [2- (^y/ C 1 , 3)y^yn-5-^f/W 

^zy) -try ^v-3-#;wtf— ao -rs/)-^f 
;H-3-7/^n-7x-/W -M8;5$(6. 5. 

15)C0C4-((C2 - (3-yT7-7xy^y) 
-t°Uy>-3-^*^] -TS/l-^f/P) - 
3-7^n-7x-;« -»1;S(6. 5. 16) 
<z) C4- ([ C2- (^yy C 1 , 3) y^yn-5 
-^Aot^vO - 5-yA^u-bU s;>-3-#A#' 
—AO -75y)-^f/H -3-7/Wn-7x- 
A0 -@tffi;xt (6. 5. 17)^2-C4-([C2 
-(^>y'C2, 1, 3] ^^ty7yn-5-^;l/t 
^) -t°'Jy>-3-^M-^] -TS/]-^f 



AO -7x-W -2-y^-y°nb°>ryK; ^ 
(6. 5. 1 8) tf02- (^yy C 1 , 3] y^yn 
-N- [4- (1 -#/l^*t>f/P- 
1 -.X-f-A—x^-AO -^y^AO --nfyrs F ; 
xt ( 6. 5. 19)c02 - «yy C 1 , 3 ] >o}"3rV 
n-S-^M-^fix) -N- (4-#A^>f;kX^ 

-^yy» --3fyrsH;S (6. 5. 20) co 

N- (A-%)Vrt^4 )V*+JV- 2-7)^X2-^1? 
AO -2- (4-7/Wn-7x/^) --nfyr 
5F;S (6. 5. 21)c02 - (^yy C 1 , 3 ] 
^yo-5->f;my) — N— C4 — ( 1 -#A^ 
^A—l -^A—x^-AO -2-y/^n-^y^ 
AO --^fyrSF ;x£ (6. 5. 22)cON-[4 

- ( 1 -^A-Aq^A— l -^^-xf-AO - 2-7 
A^n-^yi^AO -2 - (4-7/Wn-7xy^ 
y) --nfyrSF;xt (6. 5. 23)c02-(4 
-7/^n-7xy^y) — N— l2-7JV*X2-4- 

(lH-f b5y^-5->f;Mf;l/) -O^A] 
-^fyr?F;S(6. 5. 24)c02-(^>y 
CI, 3] y^yn-5-^;my) -N- C4- 

( i -y^A- i a— x^ao 

yS/AO -«3fy7S K ; ^ ( 6 . 5. 2 5)co2- 
(^yy [1, 3]y^yn-5-^f/^y)-N 
-(4- CI - (y;n7nt;Wf;H*/W^>f 
AO -l-^f/^-xf/W -^yy/W--nfyr 
SH;S(6. 5. 26)c02 - (^yy C 1 , 3 ] ^ 
^yn-5-^/my) — N — C 4 — ( 1 -x^A 
^A-A^-fA'-l-y^A—x^/tO -^y^AO -x 
3fy7SK;S(6. 5. 2 7 ) C0 2- (4-yAot 

n-y^y^r^) -n- [4- (l H-f b7/^- 
5->fA0 -^y^'AO --nfyrSF ; xt (6. 
5. 28) CO 2- (4-7/Wn-7x^y) — N — 
[4 - C 1 ~A^)V- 1 - ( 1 H-fb5y- A— 5- 
AO -xf-AO A;yy / | / )--afy7S H ; xt 
(6. 5. 2 9 ) cON-[2 -y/^u-4- C 1 -y 
f-rt'-l- ( 1 H-fb7V^-5-^H -Xf 
AO ^v^AO-2- ( 4-y;l^-n-y^y^> ) - 
-afyrSP ;S (6. 5. 3 0 ) y)5-ynu-2 

- (4-7/Wn-7x/^y) -N-[4- C 1 
f)V- 1 - ( 1 H-fh7yWl/-5-^^) -x^ 
/W ^yy»--nfy7SP;^(6. 5. 3 1) 
c02-(^^/Cl, 3)-y^yn-5->f;W 
is) - 5-?nn-N-(4 - C 1 -*&V- 1 - ( 1 
H-fb7V^-5-{/H -xfvlO ^^AO- 
-nfy7S K ; fcitA it ( 6 . 5. 32)c02- 

Cl, 3)-y^yn-5-^;Wy) - 
N-[4- C 1 -*+)V- 1 - ( lH-fb5V^- 
5->fA0 -xf;P) ^yy)| / )-^nfy7S F ; 

[0337] 6. 0 xt(l. 0. 0) X^flhit^ 



(6 5) J02-284766 (P200 2-I fflff 



a^M^tM^^^ (10. 0 . 0 ) te*JWCli % fttJS^teJSlftfc^tl! 

Aa^/^'dr^/pgp^-c-fe^^ ( i . o. o) jftwtiwRW-*. 
ti&fc^nttMzwm^hwzmLtijjmzM.Tn [0338i 

^f&X^-I* (10. 0 . 0 ) iZ^rtifi^ ^X^r-A [ftl27] 

-g-j&fcx:*— i» (10. o. o) 



(11^7) 



(JSit^JS a) 




OR 



(10.0.7) R 



1 l*ScttP3 9) 



OR 



(10.O.9) R 




(ffi@«4*jJ:0'9) 



(10.0.8) R 



[0339] RJtE 1 : #;l-tf>S? (10. 0 . 1 ) £ 
T/t^-zK AMW^i, y y y-A^^ixy y-/l- 

t , ^jet^xxf^ do. o . 2 ) ^^^-^ . 

[0 3 4 0] RfC2: 7i7-;MtXXf;KlO. 
0. 2) ^i^o^ynuyy -tt, 4->?y 

wrsytry^yi: Mjxf-^rsya/siiN, n- 

T) ^LT^^, S?J<MJ7Mn^^yx;P*yl 
x;l/*^-h«ft(10. 0. 3) ^^BSt-Ti.. Zcr> 



[034 1 ] JxfS 3 : WttSHMT. h 'J y;l^u 

yyyy/i-*^— h (10. o. 3) iittiyo^Ht^ 

( 1 0 . 0 . 5) fciO'dO. 0 . 7 ) £»4if7j< 
^-7^ ( 0 ) is^LT*^. (5 0 — 1 0 0°C, ftM 

wtti, s o °c ) t 2 - 8 b#5B , mmmziz , 4 busbd 

t , tf»ra«s (10. 0 . 6)4ftli(10. 0 . 

8) ^tog-r^. 

[0342] SOG4 : 7x-^»iXXf^, Mi. 

i±\ do. o. 5)tJirf(io. o. 6 ) o^T/t- 
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F) . li^T/t^/MM ( g e m-i?*^-MUz-^ 
TJ4. 3<Xtyf\/W; xen-v^nTn/^WL^o^ 
Tii:. 1, 3-j/7n^x^y ; jai, xtny?n 
^Wfcfco^'Ttiy 1, 4-^0^7^^) (Oi 

U— £ 5 — 3 0#|BJ5 0"Cb 7 5°Ct (OlBtJflRbft: 

[ 0 3 4 3 ] RJE 5 : (10. 0 . 8 ) <7)— h U /HB 

3ftSt:*3r— A (10. 



-A'JftfM (Sgit#!l4 ) tp;t?zlt, *7K^f+T, Mi. 

&<±.Z'ft£>ti&„ v^fLco*^tt. /RiHfc^^A 

(vn-;1^-?>-MM) 3 0 — 6 Opsi, AMB^c 
It, 5 0 p s 1 ) £7)7K*#HmT-ffiffl$a. T 5 
ido. 0. 9) 

[0344] mT^HTK-r^^rfiJcXdr-A (10. 1 . 

o ) izm\ 5$ ( 1 ■ 0 . 0 ) -c-^^ti^^^^ 

[0 34 5] 
[£128] 
1. 0) 




(10. 1 . 1 ) £*E7j<ffi'[4*§ffl. ffSKIl i***- AT 5 N'Sitttf b7t Ko75>"t>, #/l-tf>l£ ( 1 

f y^f^/^TS H^itlJ;y7f;«M^y 0.1. 3 ) £ 1 - C 3- (y^W^y ) 7°nt° 

F^K (%f£L<te, £feBHr>"7A) /WD - 3 -x^/i^/W^SM 5 

T\ (80 1 2 0 °C ) 12 — 168 B#Pe!J Jnft L v-^ yy" 1- V T VWW#Wf!ji5 i. XfN , N-yMV7n 

^sfLfc^feKodMista. *ttts*. *swtett, *i? g£-£tf. mzo. 5mmm. rsy(io. o. 9) 

t)K ifcii, ^•yr'jy^'^ft/^xx-f/i'SrmMt^ fWfcfc, #yryy/5W:i^(io. 1. 

S^utx^TT/W^Mttt-f-i i: , #>V#>M (10. [0348] RJE8 : ij >yy°V y^tlfz^XffU 

1.3) itkf&t&„ (10. 1 . 4 ) jS^t-y^y-/ytf . 

[0347] RJ£7 : i^KJCfOV^Tli, S*TS h U ^A^yTC. 4fcfi, fl7tKn7 5y+, * 



(67) J02-284766 ( P 2 0 0 2-^6 6 



x . mm%xnmz-rz> t , %>v#>w. do. 1. ( 1 o . 2 . 0 ) t^-j: 3 su 1 . 0 . 0 > t-h 

[0349] JJELfc-^fltX^f-A ( 1 0 . 0 . 0 ) & h : 

±tf(10. 1. 0)t«VK 36(1. 0. 0)T'il£ [0 3 5 0 ] 

^S^^-JSMit^tLS fc , JTF^fiiU^-A [-ft 1 2 9 ] 

&f&X.3t~J* (10. 2. 0) 




[ 0 3 5 1 ] RJE9 : 1(10. 2. 1) ^vgttlt 

{4, 1 - C 3 - ( x^f^T 5 y ) 7ntf^] - 3 -X 

TV*-/M<3ttf&U tS«fctX, N, N-yMV7ntmf 

*^*/f$t$ h'^o^jn^iD^^^^o mm 
aire. 0.5-1 shsisl #ts l < a. 1 6 mriajjH* 

iet.-c«*afci4J8iitfc i/r> int. siwirrsfc. mm 

WSh' (10. 2. 2) ZtlkiiMK* 



kio. 2 . i ) ioattflai. aansfLfej*Bt*^y 

HBaBtCO. 5-1 8B#HF ff^L<Ji, m 

Pel ilt¥fJL imwrr 5 y (hnr'r 8 ) £ (7iy« 

t . ffiK^T5 F (10. 2 . 2 ) ^^B!c^-^ . 
[0 3 5 2 ] KJ&l 0 : 7*5 F (10. 2. 2) CO— 

h vn> ( i o . 2 . 3 ) ^fe-ftii. (mmtiXifmm 
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°c— 1 1 o°c. mmmziz. 90°ct. o. i2B§ 

[03 53] RtE 11: -MiA'dO. 2. 3)© 

(iv) mmt. w,3m.T)V3->v (io. 2. 4) 

[03 54] RJEG 12: f h 5/-^ (10. 2 . 
5) i4. te^h^XV-t^i^V-fe'V*. T^bU^AT 

"C. JMffl (90-1 30°C. Sf4t<(±. 110-1 

2o°o (c5-i smmnm-th^bizx^x-hVfi 

(10. 2. 3) 3^£>«Bt£tU>. i^fcJiSUt, -b 



U/M 1 0 . 2 . 3 ) li, Hsfch/PxyifcH; 

<>--fe*y rft , h ij f-/P>- ij ;UT b* tS ± (/Mly?^ 

ftMWKli* ^f-^i/S 
li7'WI)S. ) i: 9 0- 1 3 0 3 C (#4 L<(±„ 9 
5-11 O^C) fcl 0— 2 4BSfflJrt»LTRJES-li-«. 
[0 3 5 5 ] n^OT*S>0< SA tfilg&m *) 
ZtiX\*&& ( 1 - 0 . 0 ) "C&Zti&te&Mt* KIT 
fO£-fdU*-A (10. 3 . 0 ) KSStf- J d (c LTMjh 

£A*«JKr,&;tlft£*'*-<&5£ ( 1 . 0 . 0 ) t?*SfL* 

[0356] 
[ftl30] 
(10. 3. 0) 



UZfb- 1 3 

mmi 4 




(10.3.5) r» 



[03 57] SJtE 13: 7S >«BB& (10. 3 . 
2 ) '\co- b Vfr ( 1 0 . 3 . 1 ) ^jljcJi. 
x— f*k *fg#X ( 3 0 - 6 0 p s K mSLmz 
14, 50psi)T, M£*8H^?)i&ftIfc:J: DfekT 
^ (ftfflWfcUi. x^y-;l^) cf. 0. 5—10 
BSISL #4 L < tt. 1-3 «rl8rc»jE5 . 

[0 3 5 8]RJE14: y^n^^yfeiy'Mly^ 



(10.3.4) R" 

0 , 2 iHmcoti/myM do. l . 3 ) 

•< tm x/r-t h >i§Ti£airi> . o^-c\ 1 si^r 

5 >um& ( 1 0 . 3. 2 ) ^f^hiM^/i-TSy 

4fc«N , N - >?>f V 7°n bVl-X^T 5 V t £ flu*. . 
S*E**«BBiB«4'C» 1 0 — 2 4 ISISI <ftSLWK(4. 

i8B#r B i) »4>*i*3i»otf>ia«ttaw«fe 
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m-ittit. mmzttzm. tsmio. 3. 3 > & 

[03 59] RJEE 1 5 : ±IE^.^f-A (10. 0 . 
0) ^&ft£gcJE-2£3j;V3 t|s]ftL 
[03 60] Rj£ 1 6 : ±IE^^f-A (10. 2 . 

o) iz&n&Kmi 2tmm. 

[03 6 1 ] 7. 0 M^fity&iikX/ZeMcDB 

[ 0 3 6 2 ] 5£ ( 1 . 0. 0) X^tlhit^^m^ 

mzm*sm%m&i±. fltsw^atJ: 9« 

sUl. 0. 0) t^*3;h.S'fc-&ft# t ;&/W* 

zumtRm^ith znzx o&m-z, z\ktfx-% , n 
« . *iwb* u ? ^ . h u ^ a ts i x/xsttt. y 

^a ; T/i^y&ar^n^v-F.. wa.tr, ^u^ax 

o. o ) Tm$tihlk-&mcoTii$-iyi±t&i>&tz&i 
til. 

[0363]S(1. 0. 0) ~cmzti&3>&nntt& 
mz^xit. mmnsg&t. mm^zim^im^^m 
text/mmmm. matt. kha?^ f\ «itr. 
m&&m* a ^t^mm ■, ^<rm,<nmst 

m&xvztitiCDftmt&mg.. mm* sis 

«*Ki»J:tf*ft&o*tJB$-S«B, Wiif, INK 
[0364] Lfzifi-oX, St ( 1 . 0 . 0 ) X'$ki*tl& 

^mcom^m^zm^m^mni}a&m.t ltj±, mm 
js„ r.>*eyi?t£.. T^'yetts. r/t"¥->is, 

^5^ry|Wa, SMIS^. <y-te*yx/l^yg?J& « 
S'U-M , BSffi*^g. ffii»RSH£. JWBft, ISIS 

l—K mans. ?nn\yy"x-F, ?xyBKg. y 



F„ 7}Vz\y^— F, ^'71^^ — F„ /U-(rP*X7x- 

f. ^sestgtjg, \7?yx-b, ^ 

Wx-h, hy7Wl, »flS*#*, JMISWR 

K a^fts F. i so-KittS. ILK 

^W^*— F. K vixx— vn* 
-b, vyfy-l, ^m7i-h. ^^yx;i/* 
*— h , > f/Ky/x- h , u y^-7|cSig, 2 — f 

SS. 7x-;ppgtJM. 3-7x-;l/7nh^^h. 

*^ zti^itzmMztihiiCQX'teft^,, 
[036 5] ^^z, ^fflfc^-stort&aEsmt lx 
it, t/l-s-^a. ry^-w, ^;p^-7a, m 

2fts Sifts 'Jf^A, V^y^A, ®27y^f 

y, gi?y#y, ^u^a. -fh u^AtJ iVffiiffle 

±IE^iJ# Ltlt&COoib. T y =E - ^ A ; T/l-^ 'J AWS 

mmizffm^mttmmm&mm^mm § *is * 

( 1 . 0 . 0 ) T'^ftSftl^^^i: tT«. mi 
S52«*J«tt«|53»T$>iB, T^ftcOW^StL^ 

r 5 at*r 5 ym& it/^att-r * vaatt»». 

Mi.fi*. rK-y, ^^-fy. *7ijy ?nnr 
p^/4y, 3iJX N, N ' -^y^xfl/y^T 

sy (^y-f^-y) , y'y^n^y;i/7Sy, y'x? 

7-;l-7Sy, yxf;17?y, 2-yXf;175 7x 
^y— ;K 2-y^f;17Syx?y~;K x?y-^ 
7$y, xfi/yy'7Sy, N-xwwjy, N 
-x^tf^.'j>*y, y;wsy, ^vhj— X7?y, 

tXfy'y, hF57"7Sy, i s o-Tnt/PTS 

vv-irjy. Vi>-y. y/;i/$y, n-^^;w-d 
-i?*;^ 5 y, ^e;^ u b°^.5^y, f^u 
d?UrS>«B&. 7n7^y, 7'jyf, f*7nS 
>\ ht)x^y-;l/7 5y, biJxf;i/7Sy, h'Jp< 

Wiy. fy7ob7P75yfclti!>yy- (tF 
o^^^^/i-) -yf/k7Sy ( ho^^sy) 

[0366] mmmmis-jmz&ts*mmfc-&®i 

it. (Cj -C 4 ) T>V*!Vr^4 YtoXottmft. VOL 
If. xf-/K i s o-TWjl&XUt -71- 

frtnyj V. 7n7 Fi3j;t/3— F ; ^ (Cj 
-C 4 ) WW7x-b, Mx.K\ S^fyK y' 
Xf^j:Vy75;W7j:-h ; (C 10 -C 13 ) T 

F\ My.li\ t*^;P. Ft ; :/;1'. y^v 
h'fcitifa-^ F ; *Jitf, TV->V- (C!-C 4 ) 



<€> 0 ) J02-284766 (P2002-(b66 



C03 67] ±.mmLtzm¥mt&m<7>o*>. siui 

K feffckXIfeaL *fbfc^Bag. -f-fef-^-K "? 
[0368]S(1. 0. 0) Tli5*l4fflffift^« 

*)* u±-t&z\ttfx"%&, ismn foz>m<?m 

[0369] JJEL/S «t 5fc.3S(l. 0 . 0 ) T'^S 

d - tfyu ^ -i >x$> h . 

[0370] ^Hj^Ktt-ft^BiojasftJirtasBti. -e 

OjBRiiBB * mit^- £ i £ t J: 0 hz\h ifiX % 

(nmmmza i >x mfttti t> tm&z t>K t t 

[03 7 1] *^^fc^ftR<?)J: a 

[0372] U *«BB"C«fflS*L4 "3B¥ 



455 ( 1 . 0 . 0 ) Tm$*i4fl:-&«**tf8Stt=SrJ«» 
=S:JS#fc , W8ESH^jR*^)aMIJB4feJ4jfefc:ttffl Liz 

mzim&iftcr>^T-cD^<r>mmm t im lt . mam 

js#<*>#rt k*s w 4 * wteasss ^ra l x mxmz mm 

[0373] ^iz&w£mrrmBS&&ft<nmm 
ffi¥M*mtLxi&. mi.ii. wffis&iMHfflNm* 
mw-oxmmztihtt. l« ! ^t. ^tumim® 

xmrnrnzmm^msTn^ifimwhix^ . ismffl^^ 
tv&^(rMM*<nmz?mmzim*t&„ zl>(,z, ^mm 

[ 0 3 7 4 ] 3£ ( 1 . 0. 0) T&ZiXhft&SB&tvM. 

l&MHAsffiW (propulsion). &£Xf. ftS 
M. HBrt7n-94fcl±irFII«iP*tJ:4ftilffc:J: OS 

[0375] *mm9izmmLttmzmmm.zti& 
55 ( i . o . o ) "c^stLSft^BWi. nmtt&foem 

mzH K ^X %4t^lZ^COK^tLfyCOm?g<7)¥-mZ i 
[0376] 7. 1 

55 ( i . o . o ) 0aKHteA*'ft:-&tti±. ^^ffl)?EM^ 
%hjjmx'mg\izm\izti& z t a s ; t -c* 



<€> 1 ) J02-284766 (P2002-]66 



C i s - t r a n s Sttli, if Mtt»(iX,» 1 

[0377]S(1. 0. 0) x-^ti^^mz2-o 
-r^o £ft6«4o«Tra&:ftfl*ttfWi, ffl 

[0378]*(1. 0. 0) •C^S*i*'ffc-^Bl<0ifc#: 

( i . o . o ) xmztint-sm^t 

5 «£*fcji£;h.* WIEXi- y^tf v-co*Jt £: «4M^r 

mm.^ixtzm^mifi^±tih . 5$ < 1 . o. o > t- 
[0379] mthx. 3^ ( i. o. o ) xmzti&fc 

(-) (R)i>4tM + ) ( S) x-^y^r?-^ 

iffi'fk-^«i<o«iBrtfc:*4^i. ^ ( 1 . o . o > -cm 

Ztihil^W (-) (R)fc4tM + ) (S)x^>- 

< ^lOMfWrnjlEx^y^-?-^ l o^tsfipfi?*- 
( + ) ( s ) ^1->j-ji-?-tfzl£ ( - ) 

(r) ^y^-m^miiit^m^mm^iz^tti 



( + ) (S)xtm7-fiJ;y'(-) (R)x 
l->i-^-i>% Clznn ( i . o. o ) Tfi^ftSft-S- 

[0380] MiJ4\ *»< ffffif ( 1 ■ 0 . 0 ) X 

£W£«iStt*S 4 X// 4 /iliflfflWfc 4 Mt^W^tt 
(4 , ft|$&aE£J&ft £ -5E*ltT vaflUJx-f- y 

f-^-ofigffl^ns^-i.-cfe^a,, mt lx. lttco 

0%(R)-10%(S) ;80%(R)-20% 
(S) ; 7 0% (R) -3 0% < S) ;60%(R)- 

40%(S) ; 5 0% ( R) - 5 0% ( S) ; 40% 
(R)-60%(S) ;30%(R)-70(% 
(S) ; 20%(R) -80 (S) ; fcitf, 10% 
( R ) - 9 0 % ( S ) «Jt**Cffiffl-r * i i: £ . 

J^ff^Sit ( 1 . 0 . 0 ) T$kZtl&{t-£®K?M« 

SffifiS-TS 3 ft ft8<0J5ras*L*Wtt**^-S mi 
lEx-hvf-^-^-cT) i ofiUKO^ofeMli, jfflSMJg 

[0381 ] 7. 2 Bjafe 
5fetc-€-tf5|aiffi#«»tfc»fc3« ( l • 0 . 0 ) xmz 

tiut-^&mmftizi'r&ti&t^z.^tih, & ( 1 . 

0.0) m$tL^>^f^|slfi#:SiiL^^{4. fulE 
it^co 1 om±^M^ s jl^MtcM^^^ lirlEM^ 

(4, WIE^^BffclBI— C**. S»(=THKX#^riET* 
0. ^o, -h»-fc«i:et*ut*ffifc:fi!t^C (1.0. 
0 ) "C^Sfifc-ffc^ftlcffliitr i bcvx% h nWfcrM 

i:LT«4, mm. mm. mm. v>. y^ma^ 

H\ 1S C, 14 C, 15 N, ls O, 31 P, 32 P. 

35 s, 18 Ffc4V 3S C 1 3^ ( 1 • 0. Q)Xm 

[ 0 3 8 2 ] 5$ ( 1 . 0. 0) xmzti&wimfcmmL 
So s ( 1 . 0 . 0 ) xfkzti&mimmmL 

mmmmmttimmzt5^x3imx*#>*> 0 . i^^>* 
5i-i4 (1*0 {4. ^ti^wmm-^tixx/m^m 
i-fy>A( 2 H)^(i. 0. 0 ) -raisft-Mfc; 
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ft, iWi *gp^«flTT\ *#KBoff4tv^a» 

jKKtflwws'r'** a . s£ ( i . o . o ) xmztiz 

t i o sit-r & Z t * s T" § § . 
[0 3 83] Sot—- fy)A (*H) (4. 1?^ 

wtftfc, ^ ( l . o . o ) T-a £ ft & -ft,^ tfflStf 

&^£j$.m%.femmz?^x t o if At fzit^coizmx 

^-£t!:&B#, j$^k H /k D = 2-7^AfflWT- c 5-l>„ 
i^atfficoH*, MSi < , it ( l . 0 . 0 ) X$k$ft 

[0384] immcomL& x x/mmz ewe, ^mm 

XfoftiZ. aiLiWythnUtttllftLoo. ggfe 

o.o) x^tth it*.—"?- y ^it^ixtzit^wy^ 

ftWrl^tTTIIfc-tS. aU 1 . 0 . 0 ) Ti^ft^ 

J: 0 . iiJ&Six, 4 yt'^ii^ ( t /2 ) , 
Jge$>H (c max ) covSS. fflSJ£^ft*lT^®« (au 
O xxx/FcomMzmtx ;&XXJ. 7VT?y^. 

[0385] IMicoMt LX . IWtftWOfcftt^ftW 
^tT«^7K3RM^^^§^ ( 1 . 0 . 0 ) T"fl$ft 



cr>-mc?MBfotLx , §m£iiz><, ¥m9f&cr>mmz. 

1 0 0 %il if tE?S-r S i i: # S ; fc j&« «S $ 
[0386]*(1. 0. 0) T'^Sill.'f^^^A 

*3W«a» * jtRSi-r s tztb i,zmm-t hzt tux 
M±tf. wtftaHtoMMfliwiieR-** <c- 

H) «f^WBf*^-LT^*«^, ya-fy*ft$ii 

Mt^ * J 4 i4=Sr < S i fc S ft. & . 
[0387] Sol-t U ^--^MBfttBW* S^ifc^ 

«anfcHW-«s^*flBWi, «itr, H anz 1 ik 

et al. , J. Org. Chem. 5 5 3 9 

92-39 97, 1 990;Reider et a 
1. , J. Org. Chem. 52, 3326-33 3 
4, 1987;Foster, Adv. Drug Re 
s. 14 1 -4 0 : 1 9 8 5 ; G i 1 1 e t t e 
et al., Biochemistry 33(1 
0) 2927-2937, 1 9 9 4 ; & XX/, Jar 
man et al. , Carcinogenesis 
1 6(4) 683-688, 1 9 9 3 (CHS i h 

[0 3 88] 8. 0 ?6fleffl&fcJ:lflfoERBW 

jaTwEHtt. ^ ( i ■ o. o ) "c&sti&ttt&b&m 

«t V t&^^E r ;HIK t'O \^xcr> i>£.fz Mm S 

^ix^ii. aft ( i . o. o ) xm^tthit^com 

~thc\k.1fiX%h, 
[ 0 3 8 9 ] 5& ( 1 . 0. 0) XmZft&tt.&mcr>i&m 

*ffl«{4 » ^mmmxim-t^m^ttzmm^ u» 

«i" a xtf "Wfccrmw t^ommit, mwi&comco 
mi / zttLxth*m-tmwcr>tztbtimzmm-t$>. ^ 
(i. o. o) T'^s^s^^jji. m\m®, mz, 

a mm a 1 i a) <7)±^l»^(4, £X » *TOB«t;IE 
"C, ffiMwJftfefc^rO^v^. m«4, Wtc, *¥Li&!fis 
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[0390]*(i. o. o) x-mztiz-it^m. T 

V * T & ^^^rfftM^ it, PDE4r-fVfWA 

y^>-3' , 5' -tyW7x-KcAMP)«i 

fztfi^X, PDE4ffiWiis a^^a^WTn-fcXT* 

D E |fl««C^fcft*IEaUfe SiHfffcti ftS*n»*«ff: 
ffiU PDEfflWffltfJJ&Si: LT(i. cAMPJJW 

sr^^p^e. hml Mtti>J;yisssw (t 

NF) JfcHJ^aWjiWfibfLfc. 

[039 1] PDE4li, ffcfej, 1 9 8 5^t;|iIS$^ 
(Nemoz et a 1 . , Biochem. Pha 
rmacol. 34 2997-3000, 198 

5 ) % p d e 4 B&WMn u yy-AtiXt/^fyyy <VV 

jflL«(c: is ft § ^_m%* x * yi^ t"7 — JzX'Jb&Z. b j&* 

i^:, PDE4<7)4o<7)ffiSL t^/bfe. PDE4 
A, PDE4B, PDE4C& < J:J>*PDE4Dj&Sb Ml 
HfcUJV^TJEttterjMW-S. PDE4D(i, VFJB. Hi 
JR. /J«J;^Mffl»cii^T^51§#i. EL Mu tf 
ISM. tu*^ J; V*MJffl.j«eJflL« (pbl) fflntc^ 
v^T3ii<liJ!£*i&„ **Lli, JfcSS. fffliL If 

m. mm. mA^xmmm.mizm^xm<^m^ 

tlh. PDE4AfcWPDE4B(t £tz, M&kXf 

&mffi®Mki,z&^x%i<mL$ti. am. wrnhXT/n 

2HBII9l1iZtS\*XU<eO&3&RZtL&. PDE4CI1 [aj 

aw^ mmmmz}5^x&<m%zti. ttz, mmz 
a\^xM<3mzti&„ pde4C(i ±ibl^ 

[03 92] T-f ViM A«PDE4fttl 'fltt^ffi^ 
WPDE^ML^^. PDE4(i, ft&JfflflSisitf 

zmfflMizti \, c a m p - mtwmx'fo o . & 

JIPFifjBfctJJt* 2m±M c AM P -ftUBWS^ o % 

cDi-oxfcz* pde4ii 



T\ ^*x4 T'tCilES tlT*3 0 . ^>-t>a||llt £ 

i. Xt ~? ? n 7 r - (t £ T N F a JfctH £ PI 
fcjWBftSfiXV**. PDEffiWWta, ifc. 

MMJS. T-'jy^, B-yy^f, MBSv^n^r 

[0393] #^^riiiifeffi«!imj±. 4^. «/hJfll1P«^B 
L V"»bt (cynomo 1 gus monke 

DE4PI^J^*SAifflJ}a*^OTN F aifeaj^a^fc: 
[0 3 94] 8. 1 jffX^fi 

5C C i . o . o ) ■c*S*tj&fl:^fii<o(BHrt<?5i^* 

*r-6 P D E 4 PlWfflT»^rt^ft t> i^^^mt 

. r h t-^AJ^^iWBifei* ( b a 
L)li, ^fy^-n^y(iL) -3, I L — 4 , I 
L-5^jt-it; (Th-2) 
-«T -SBJ^HcD#££^ngt- 5 v ^ a 7 r 

-^•;m--3!ij$tH^ (GM-CSF) OJSttffcfciSL 

[0395]5t(l. 0. 0) T^SfLS-fE-^Hd:. b 

wfflT-^s . "t b b-- fflisfi. -f&m^mm, 

mmt&tt h?^-T\ ( flu ) 5KSfNtEI&o#eHfc:i*Itt 

tf~>x. *mmwx-mm-t& "rhe-mr/j." 

"rVK-fttf/LI" . -*TSr*>fe. 
fife b h Iz&tf&T V)V^-?mX'foZ>9iM-&iA,M.b 
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M.i9&1ttttiib<^t ( l . 0 . 0 ) •?$kZti&fc&fa 

[0397] p d e r >f y if >f a com m - ^ ( 1 . o . 

0 ) T*;5;h.*'ft£***P D E 4 ^MWtW^i 
Tlii, t hPDEffl#G*5£KJ: *)$M£tiX^h. c\cr> 

isR-TS. PDE3fciV'PDE4l*(l flL/NK+fc: 
*3ftS P D E 3 7M Vif-f A j3 il^JfftfJSRttJtfS P D 

; tiitf, *i««ffi5Itt«}§WtJ: 9#BfW- 

S 0 IWIiS^^^t h]fil/h^£PBS (NaC 1 140 
mM, KC 1 2. 7mM. KH 2 P0 4 1. 5MM, N 
a 2 HP0 4 8. ImM, P H7. 4 ) Xiftfrth . lil 
T«70f7- tfffl*M*§?$ : 5x< 1 /m 1 <7):7jr - /U 
^f-^x/^ih— /l^M"^ H ( 2-7°n^V— 

mg/m 1 ) . 1 /x/m 1 n-f ^Tf-^ti J: V+VTZ.-? 
fVA (X^y— /k^s #lmg/m 1 ) £-^£Tf & 1 
0 m 1 CDijf ( 0 . 24Myj.-?n-X, ImM 
E DTA. ImM i/^;t.XW I — /K lOmM t- 
'JXHC1, pH7. 4 ) dBSS-frS . 4°CT'l 5# 
IS<Z>#i£$t!iBH£. iMPBit iS'tvJMIM-* (2200 
s ) . M/7h^l0ml cvMmmzMBMk. 

[0398] *<?>m>TA a<±, siMff-e^caia 
m<?>7Tivh777 j-mzmmLx-^mmzti; p 

DE 1 ^itfPDE 5li. hMti^i^, PDE2 
{St MfiPhfcS^#£>;fxS PDEvSttfi. Thomp 
son et al. , Nucleotide Re 
s. , 10 69-92. 1 9 7 9 tfB«§trT^-g> 
^^-SSl^AffifcffiHfL, (PDE3fcJ:lA'P 
DE4 ) t LTOljuM C 3 H] -SWAMP, t L< 
J± N 0. 5^Mc7)^^>"7A. 0. I 2 5 fj.MCOf) 
iSx.V>ii&1fl . 0//M( 3 H] -Ij^AMP (PD 
El) , £fc{±. 1 OOjuM C 3 H] -S^AMP (P 
DE2), *ftV^I4. 1 . OjuM C 3 H] -SSs^GMP 
(PDE5) tfflVVC ;«**>jME<05$ (1. 0. 0) 

[0399] iOKittF^fcltiV^tt, ^ ( 1 . 0 . 

o) xmzti&it^m±. PDE4&fAwcisu 

PDEL PDE2. PDE3*5j:t/'PDE5(;oUT 

[ o 4 o o ] ( i . o. o) x-akzti&fc&focomi 



W2rPDE4PIWiS'li£>, ifc. 34*fF4«ai«*ffiteffi 

US^M^PDET-f VifW MAyf'J- ( b a 
t t e r y ) Srffiffl t TSJ^T £ £ t ■& . CO 

tm vif>f i±mt Lxmmzti&mmt lxi±, hut 

(?) : P D E 1 B ; P D E 1 C -*r/l^E -y h 

O'frJK ; P D E 3 -^E/l^E ■/ hOfrU ; P D E 4 - 1 P 
; P D E 5 -±<7)M«/I^^W^>ti. 

PDEs IB. 1C, 3i3iV5{±. fiWJWS:? 
n? f /7 7 ^ -gffi^ffiffl L T-iilS ftS ; To 
rphy andCies 1 inski, Mol. Ph 
armacol. 37 206-214, 199 
0. PDE4(1 7-^yM^n7l/77^, M 
<„ ssjvjy— k?rn- x^nvh^^ 
flfflfcJ: 9SSlJS*Wfc%»=tll»S*l* ; T o r p h y 

et al. , J. Biol. Chem. 267 
1798-1804. 1992. PD E^ttli, ±IE 
^LfcKtStfcliBaS^TV^To r phytiitfC i 
esl inski C?)7D 1 fflLt^fi^ilS „ 

[04 0 1 ] U-9 3 7« ; ±M.<KP D E 4 £#lTt 

( 1 . 0 . 0 ) X*m% ti& P D E 4 PI^ft^-^IO|g73 Sr 

-9 3 7fflJ}3 ({JiJ'l OEilfflll/KJEl 5 ) ilmfc«t 
^a^t0il^(0. 0 1 — 1 0 0 0//M) COPDEP1S 
Mi;§^ : 5r-&4m^M-r-g> lwM^nx^^yy'y 
E 2 t"C>f V-^JL^-h-fS. lilt 17. 5%^M 

immcomMz* o rje^ l 5 mt;i§»§ix. 

pHli 1MS0KCO3 «0(; ± 0 c^ttP'^.;!'^ Tif 
ftS^l. cAMP^ili. RIAtCiOfWBSfl.*. i 
C0ffl£.l,Z-O ^X <r>W$&W$7°X2 V a Mi. B r o o k e r 
et al. , "Radioimmunoassay 
of cyclic AMP and cyclic 
GM P, "Adv. Cyclic Nucleoti 
de Res. 10 1-33, 1 9 7 9 CIBRSft 

[0402] T WMrn tt 1 1 (Cynomo 1 gus 

Monkeys) fcj3tt&J»jfejE -g$?fe;3;h.&ll]& 
( A s c a r i s ) StM^PIW^^St ( 1 . 0 . 0 ) t" 

^HM-f'Hf^^^ffifflLT. 8-lO^tU* 

mmmx\ &~v-mz. mmzti ( ^y 5 > iom/ 

kg + ^fi/^yy lmg/kg % i . m. ) % f} 
(BAD t±. M«ffA«^^-tTffA§tt. = 
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tzW y(PBS)<7)15ml ffiftm* 1 EHfcfflLTfr 

(Ascaris suum aerosol) t2'& 
SL Bffc?)R*Nlfc:. 1 5m 1 C0PBS^SfflLT|g2cO 

Iw?-feyhasE*iSI^t5)tftt:, 2 x l 5 0 ju l 
CDUffil&t: C y t o s P i ni8'[>7>j§t«F*] 5 0 0 r p m 
T- 2 ^•IBBl'trSMl^- £ I f: J: 0 , #t/PBAL im* 1 

fci6tD iff-Quic kt'tfeL, WJi, flW 
JlfflsaBIStea: 0 H5T$- S . B A L?£ l 5 U U -y h 
fc 0 O-^ltaiflL^fAiS. 2 0^1 2 0ml 7M 

Vby(Isoton) fc^RU 3SS<yD1rWnb> 
SriDiT, #lfitJ3R£}§f&£t*\ 3— j&^y* — 
(Coulter Counter) £tefflLTfjffi£ 

[04 03] _kjeB**f*/Kc*ivv<: . i&mvy&m 

<7Dffl-&~fr{2, 0. 0 0 1 — 0. lmg/kg i. t. 
i>t<{±0. 01 — 10. Omg/kg p. o. ifz 
(40. 001—0. lmg/kg i. t . OlEBOfx 

[0404] m-S:mcomm^m< «, 5 1 ocd^m^s 

(i s Turner et a 1 . , "Characte 
rization of a primate mod 
el of asthma using ant i-a 
1 lergy/anti— asthma agent 
s, " Inflammation Research4 
5 239-245, 1 9 9 6 fcffiftS tlX V^ftftj&C 

[040 5] ifcfeEigtt -jft ( 1 ■ 0. 0)X"3k$tl& 

? x t -xf fat l t e 4 4i*tc i 0 ifflg § fis iff mms 

Jfit*B©i, *:?TT-y?Xb*-X£fWJi: LTffiffl-f- 
*. ^COtuB. i-^U— r (Sigma, Cat# 

sl-2) -ctfjxmtwayft&ith. meanum 

-nut. fc£tt£DMSO lOOOXK^L, 1 ju 

ixo^- a - y tin i . f - a— y 7 -y ? * 3 7 r ^yjc?§tc 

#6480 (143USPMthy7AM^Jy, 1 
0ml) tcAtut. 1 0^COi~jL~y= 10 0ml tOlflL 
1. 0 m 1 3-*;kfi- 7t 



y—ju-r h . dmsoj fciiflteft* Aft*:**' 'J^v 

flltfcf-JL-^te^llll 1 m 1 SrflDX. fgffU 3 7°CT' 
1 5#EH y^f*^— h^S, t7rf7?XG- 1 5 
b*— X (Pharmacia, Cat#17-0020 

-on mmmzmm-t& fz^z, 3 . 3gM7rf 

■y?XG- 1 5£JP;t. 1 0 0 m 1 b-^-cf 2 0 m 1 
cDPBSfc^U OWC, V/^v^X^-^-cD 
^ N'-T-M^-T So 1 5M. L T E 4 JfcfJOfcfttfKC- 
x 5 -f yfg & Jfx. £ -fe 7 r -f -y 9 xWhco&l-x.-y'lz 
10 0m I »-fe7rf'7?^G- 1 5 b'— X^JPxLS„ 
3 7 S CT"9 OjmsmL. -< y^^-h-t^. 9 0^ 
Pb1<?M y^f ^ a yc0**TB*t. 2 0 jul 1 CO 1 5 % 
EDTAfcjDX. JltfrU 1 0 0 0 r P mT'5»t 

#nrr&. ow^ ^wffltniiisiim&iRoaiL. 

•f-£ 0 LTE41/</H±, ^VVOv-X'T-f — /I'-L 
T EL I SA^f -y h (C a t # 5 2 0 5 0 1 ) £«£ 0 
iiJJt^n.^ . A--feyhif(t 1 0 0 X 1 - (SfflBQ 
^+<7) L T E 4 *K-5-aSfHii!ffli$ fLirV ^SfiB 
|iCW+cOLTE4}iJS) bLX%\%^tlh« 

[ 0 4 0 6 ] 5£ ( 1 . 0. 0) -vmztihtt&wi* ± 

EiEil&ttSV^T. 0. OOOlx/M— 0. 5x<M(7)$E 

BB^aarcsstt-c* o . ffsu^sawtwii, o. 5n 

M-2 0 n M0D«ffl«OiMtCfi5tt , C*4 . 
[0407] iJEi 0 . 35 ( 1 . 0 . 0 ) T'^SixSlfc 

5£ ( i . o . o ) t'^^ti. ft-ft^Hili. &HF&£A,)6xo 

mwiz^mxfoz>„ 

[04 08] -tfL^^fit^JSJStt. -eix^^Milii&SJE 

twii-f-s#tt. mz. mm&PDE4wmktx 
«o«ptt*#j«-* h . ( i . o . o ) -e^ftsft-^ 

^^^SMiJW^x^ti "9 . o£ < 1 . 0 . 0 ) -C«§ 

#t*-fl;^Bi«. sent L-rw*ffii^{i»i4mji^m 

ftat^*f«a*iiew-6wfc:*ffl"Cife*. (i. o. 
o) xm$ti&ik-&m±. ±fz. c.<7)£d%m^mm 

S 0 

[0409] ^^l^^M^S^MtttMLT. 35 

( i . o . o ) T-3*s^§ib^«. tmufsmmt l 
x, mm, tmtfztem&io^m&wmcomwt&x^ 
x. a xx/. mmtitzimm^M^^&^t^m 
[z^^xmx-hh. 

[0410] w£&$.ix±mz&$s&m&i l zm?z>*m 
MW&£T/m$c%&fc*mLx$Lm%tih "mm ( t r 

eatment) " ilX "MB^S It (treat 
i ng) " fc^-SSHL Lfc36*oT. iR^^lffi^ffi 
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[04 11] JJEilBBt^***. *?6BJ{i. 4fc, Df 

[0412] *«^*«fflSfi.&tiaffiafc«4iJS£e« 

ffigft& LTJi. ifXm ; t^/LM ; 'fttttTSStt^ffl?^ ; 
'»ttKStt^M5t 4 immB. (COAD4/:ttCOP 

d ) ; a xts, m.Acouf®.mmmmffi <ards) : & 
[ o 4 1 3 ] 5£ ( i . o. o) x-m^ti^t^mit. m 

4. 5£ ( 1 . 0 . 0 ) T^S*t&-ft;^*l±, TWl^- 
ft ( T h i:-tt/St«S/ I gE-M) -ttXA^MS 

^7Mi-tttf^;8tt», lis )S± 

^Tfc-HJ-tc^rfflT**. 

[ 0 4 1 4 ] sS ( 1 . 0. 0) § 

fete. tfiRif. r/i^s-^A^fe^s <#-*im h^d 

33%^ © A-T S £ 4: J: -o T £T4 tt^felfe^ 

ffi ; iiaa^iftAtAoT^-f ; swje (wtrw 
[041 5] s. 2 w&<nffimmam& {cop 

D) 

* ( 1 . 0. 0 ) TftSfifc-flteWi, SrfcS&t, « 
Kb. cop d if^ lie o AD«»l(;tMtfeS« co 

p d ii , yf^mm^m^MMmm^mt-th . me 

M. mm. fta&tk&XVYimcoMzklt. ±x. *s 



mmcommmumw^m^wmt-th . copd 
?#vc^s. ■ttcomcomkm^t lx\±. ^mmmzM 

+&*X&Xtm«<r>m&ftB=Ftf l Wf$>tl& . S a n 
dford et a 1 . , "Geneticrisk 
factor for chronic obstr 
uctivepulmonary disease, 
Eur. Respir. J. 101380-139 

1. 1997#Bg„ COPDc0^4i*{i, mML^>~o 

£frr„ copdj± s 4fc, BWRWteii. # 

[04 16] COPDIJ, ^lO^ioC, %M 
LTB 4 i5j;t;TNF-ff5:^to, COPD,MCfcU 

o afi ztix v ^ i i: T^isft ^n-r v ^ . coPDSt 
««^seww«m(c J: o & z t &x~% h #>\ 

(^jtffii, SEfl:LifirV^i4"C*S. COPDIi, 

a V >*&mLX&MZtiX^%>i>K f^'coPDf, 

[04 17] Uc^ot, COPD*3j;t>'^(7)MafcJ; 

wTOR^sBffiieei»^*a»t4Jt«>^5C (i.o. 

o. o) x'mzti&fc-&mzmm-tz>ztt,z£^xmm 
ztihM£izMLx<Dimw^tifimm<vmz&t:i± 
^•rti^mmzm^ti^K i,a»u pde4^? 

i t/ v ^ n ^ r - mzlo if h & A&Kr P D E Xfo 

h^b WmtiWCffllt&tlX^h iChenget a 
1 . , "Synthesis and in vitr 
o profile of a novel seri 
es of cathechol benzimida 
zoles.The discovery of po 
tent, selective phosphodie 
sterase Type IV inhibitor 
s with greatly attenuated 
affinity for the [ 3 H]roli 
pram binding site"Bioorg. 
Med. Chem. Lett. 5 1 969-1 97 

2, 1 995;Wright et al. , "Di 
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fferential inhibition of 
human neutrophi 1 function 
s: role of cyclic AMP — spe 
cific, cyclic GMP— insensit 
ive phosphodiesterase, " Bi 
ochem. Pharmacol. 40 699 — 7 
07, 1 990 ; Schudt et a 1 . , "I 
nfluence ofselective phos 
phodiesterase inhibitors 
on human neutrophil funct 
ions andlevels of cAMP an 
d Cai, " Naunyn Schmledeber 
g s Arch. Pharmacol. 344 6 
8 2-690, 1 99 1 ; *3<fcU\ Te no r et 
a 1 . , "Cyclic nucleotide p 
hosphodiesterase isozyme 
activities in human alveo 
1 a r macrophages" CI in. Exp. 
Allergy 25 625-633, 1995. 

*^^«toav^asw*Ktt^&fcftt. ft 
( i . o . o ) Tm^ti^t^mmi^m^^x pd 

E4s£|fl*U ^cotm. S&ttffc. fe^ttfc 

£Xfm^<7MT£^&k\i*oim£'t& ; Schd 
t et a 1 . , Ibid. ;Nelson et 
a 1 . , "Effect of selective 
P hosphodiesterase in h i b i t 
ors on the polymorphonucl 
ear leukocyte respiratory 
burst, "J. Allergy Clin. Im 
munol. 86 80 1 -808, 1 990 
it/^ Bloeman etal. , "Increas 
ed cAMP levels in stimula 
ted neutrophils inhibit t 
heir adhesion to human br 
onchial epithelial cell 
s , " Am. J.Physiol. 272 L580 
-587, 1997. S (1. 0. 0) T^tl&it 
3^*iMff*«Cfc^T PDE4s(;i OS^S 

#PDE4 sCi DflWt-S*U»n>f ahV^y^iM 
WFt&k^oZk *>*fcJH(r3ft£ ; Wr i gh t e 
t a 1 . , Ibid. ; Schdt et a 1 . , 
Ibid. ;Bloeman et a 1 . , Ibi 
d. ; A 1 Essa, et a 1 . , "Heter 
ogeneity of circulating a 
ndexudated po 1 ymorphonuc 1 
ear leukocytes in s u p e r o x 
ide— generating responseto 
cyclic AMP and cyclic AM 
P — e levat ing agents : Invest 



igation of the underlying 
mechanism, " Bi ochem. Pharrn 
acol.49 315-322, 1995;Ott 
onello et a 1 . , "Cyclic AMP 
— elevating agents down— re 
gulate the oxidative burs 
t induced bygranulocyte — m 
acrophage colony stimulat 
ing f a c t o r ( GM-C S P ) in adh 
erent neutrophi Is, " CI in. E 
xp. Immunol. 101 502-506, 
1995;fcj;lf, Ottonel lo et a 
1., "Tumor necrosis factor 

alpha— induced oxidative 
burst in neutrophils adhe 
rentto fibronectin:effecs 

of cyclic AMP — elevating 
agents, " Br. J . H a e m a t o 1 . 91 
566-570, 1 995. S(l. 0. 0) Ttk$ 

tt&tt&fo&cn i i b/cD i sw^mw^t&'it 

6fcI*iffir£*L5 ;Berends et a 1 . , 
"Inhibition of PAF— induce 
d expression of CD 1 1 band 
shedding of L— selection o 
n human neutrophils and e 
osinophi Is by the type- IV 
selective PDE inhibitor, r 
ol ipram, " Eur. Respir. J. 10 

1000-1007, 1997; jSit/. Deri 
an et a 1 . , "Inhibition ofc 
hemotact ic pept ide— i nduce 
d neutrophil adhesion to 
vascular endotheliumby cA 
MP modulators, " J. Immunol. 

154308-317, 1995. ft ( 1 . 0. 
0) Tm$tl&1£^tfiKm*?vyT—i?PDE4s 

tkib£ftfr$itbz.b ; tsitx. ft ( l ■ o. o )Tm 
Zti&fc^iffi3m&&4 YAA y I L- 1 Oco^tfZ 

Mfr^tkttiztmL, l«^t, ztiii, mum 

IlC±JTNF-«, I L- 1 Bt$£TfGM-C SF 

o.o) -cmztii p d e 4mmmco^t Lxcom^ 

ffi^***S*&ik3^«SfeC«»S*L* ; Sc 
hudt et a 1 . , "PDE isoenzym 
e s a s t a r g e t s for a n t i — a s t 
hma drug, "Eur. Respir. J. 8 
1179-1183, 1995; fcit^ Kamb 
ayashi et a 1 . , "Cyclic nuc 
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leotide phosphodiesterase 
Type IV participates int 
he regulation of I L — 10 an 
d the subsequent inhibiti 
on of TNF-alpha andIL-6 r 
elease by endotoxin — stimu 
latedmacrophages, " J. Immun 
ol. 155 4909-4916, 1995. P 

d e 4 mmfflcot h&miz&w& cop Duamcot&xo 

tC2HIl 5mgc0ffl*T<7)±lK (0. 1. 9) IZX*) 
H£fl&SB-207, 4 9 9l,Zj:^mmii. F E V L 
fcitflWjttlKS* (fvc) 




.COOH 



SB-207.499 

[04 1 9] fcJ: 9^£:fx£o 

[04 2 01 8. 3 a^SMfe^t^^^^ffi 

( i . o. o ) x-m^tihit^m^^-^^MLtm 
; st«*fc*itt*aF?E*«eia (peanut k 

e r n e 1 ) «fc o*C ST^^^BJ*"^^ 

t± o wsriffi«p^»s«sfstt<o»«^A ; mm 
mmt mmmmmizx 9 ^ wim&&Mim 

7<nmTn£o%&&m^tzm&nmmmt vxm 
mriz hottim: z\thfo% 'i-$m& i &3uf&is#> . t * 

[0421] wgj£$mmi*. ftMMMHM&owaifctt 
5 nv ^jRfc%f^tt<o*$ £««i:-$-*»s£<9*ttw$r 



t^fltV^ ; Brown, W. M. , "SB-2 
07499, " Ant i-inf 1 a mm. Immun 
odulatory Invest. Drugs 1 
39-4 7, 1999. SB-207, 4 9 9cr>Wd 

H 1 2 0 1 5 m g * Stt * C D P D jg^TfiO 6 3M9T 
^T'illStlTV^ ; B r own, Ibid. SB-2 
0 7, 4 9 911 mz, $A,t;±IBIBttSttTfcO, 5$ 

(0. 1 . 9 ) : 

[04 18] 

Utl 3 1 ] 



(0.1.9) 

*Mc**<*D. ^^m^\cn^iiHzX 0 , #t< 
filSBffiT**. U^ot, 3<£ ( 1 . 0. 0 ) T-H£ix 

§ it£« . **i6**PDE4T>fyif-fAt lasrt- & 

[0422] MfSfXl, *tt»tt£S6ts itf«NB 

•TiEtrr s roe ttimsn* tzt±m&&mw3-2> tztbco 
m?gj£m&mifzimmmt itos ( 1 . o . o) x 

^ffrcommzM tx iLtmmx'fo s . 

[0423] -i 1 h aT-gQM i g^:» : gvgtt- ; &^ ; & •/ 
hO»1PFJIMIf<oa!lH**tS-&*3fi ( 1 . 0. 0) X 
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$^.i> „ ^/I^ -y b ( 3 5 0 - 5 0 0 g ) £r/ h U 
^yf^/MlOOmg/kg i. p. ) T'S-T. 
M«£«rU 4i§2-3cm?)§|3#£»r& 0 i££ 
3-5mmraH«tfDai*-§-i6J:-5fc:. i^i;iiSiJeD®C 

^^'XlKit^M: NaHCOg 25;Na 
CI 113;KC1 4. 7 ;MgSO r 7H 2 0 
1.2; KH 2 P0 4 1. 2;CaCl 2 2. 5;^ 
X 1 1. 7) (Cj&S-tt-. 0,/COj (9 5 : 5 
v/v) #;*S#|frr4. iWiSfcWRU 1 stiff 

6 0m) fJL Mffif'J^SDi^^. -JtUT9lWH-&. M 
aSgttfcflSW-Sfcftfc:, ^ ( 1 ■ 0 . 0 ) TflSfxS 

[0424] ±IE!»t7 i VWctJWt , * ( 1 . 0 . 
0 ) T^SftSftl^jfi, 0. 0 0 1 — 1. 0j«M<7)iS 

[04 2 5] *m&mm<7>s^<?>fflffimtt. 

OtftfVy-yJ/^J K (LPS) "CUHfrSfufch h^Jfll 

(4, /3-T3"-Xb ( 1 Ong/m 1 ) 

y ( 1 juM ) t Off^T^flf-TS . JF3fi LfcR P M I * 

2 0 0mM(7)HE PES<7)2 5 0m 1 mgMffirMZMM 

v. 4 0ml t*fL. 0.4ml ^yF^^yV (ffi 
#4mM) fcO. 4m 1 <7)/3 -T^'-X h (ffiffO . 0 
4 m g/m 1 ) t Z b iZ «t 0 s 5 0 m 1 *°'J 

Tntfl^y^-a.— 7"tfT "I P" A^^rfV^W^th. 
ft-&ft<?5fitfl£»* * D M S O L , 2 0 0mMg# 
)fc« 6 0m Mffiffi^f £ «T S . ^7Xt>i 
fc»±"e>T ? nf- jL-^rtT8 . 5 1 o g RgbftBtf-S . 

0 . 4 9 0ml co^MWi&b 0 . 5 0 m 1 CO " I p " 

^?f;^^f. v. l. Om ndtfLDnx^5m i # 
>J 7nfi/yfa -mz^At-^comm. 0 . 0 1ml 
SrjD^^.. (-ft-^HKOttSf . c. 10 0-0. 1 u 
M) „ 0. 08ml«LPS (ft$lmg/m 1 ) £ 
f . c . 2 x< g/m 1 4 0ml 

JUiftioteLPSJKBEfrilll^S. 2 0 0//1CDDM 

so^9. 8m i ^^g»?gt;Jnx.a ifctciO 2% 

DMSO5®£$rtli|St-r& 0 IP^f;H0mlS2% 

DMso»aEfc:aii.-B. -r >v*?is>m%.f . c. 

lxfM^^rD. Xhf. c. *n Ong/m 

1 bft&Xolz, MM^zMLZco^^y-iV^mm-t 

h . ot« , 7 - f ttit a . u - mmm c o 



s t a r 9 6^K#3 7 9 0c93t3fc^£*f?Lfc'ffc£ 

tio. 0125ml *jd^^ 0 m&ommami. ^t 

CO/ttO. 0 1 2 5m 1 <7)LPS£flH;t£<, ffSftb h 
^IflLSr, Mm. Y-f—^tz*)4yV-y\-»/7" ( g r e 
en tops), 3 7TW£o;£MM'^y yf-jL— 
/^KEnt" ( 9 6/^^ 9 — 2 2 m 1 ) . ^rlfll 0 . 2 
2 5m l *KmzMz-Z>, #^*-U 3 7*CC-fy#jL 
^-M, 4B?f|gB^"$-&. ^£ 2 0 0 0 r pmTl 0 

$Ha*MHi-r* o e l i s Afip&ins-r^, i o o 
/x i <7)iMt ^i&coT^v^tKm-r „ i 5u i ^Jxtti 

U 285/u 10RD6#«$££fln;t&ii:fcJ: 1 9. 
1 : 2 0fc*SWN&. -2 0°CT'<«^^o MOft 
I?<SL. 2 0 Oju 1 SrR&D S y s t e m s TNF 
a E L I S AlZtWZ-h . R&D Systems 7°n h 3 
-;K:ftl<^Ofi^ltl.. Sof tMax Pr 
o. SffflU4 5 0nmt«i^ o I C 50 ffi£ 
ffl^f&fcibfc:, Jave Fitte rfML, gf 

m&±-r& . i c BO ffii±. "i c 50 fix b o t 

h" yN°5^-^(?)TJ a v a (S$*$jM) Fitte 

[0426] imm^Mza^x . *9tw<ofemm 

commit. 0 . 0 0 1 — 1. 0 u MCO®mcomg.TT 

NFa ^comsmmmmz^r * . 

[04 2 7] 8. 4 TU/l^—'\tt5XV c ^COmcom.cO 

nmt. 2~ocomm>co$r-j' ) j-, mtittj&xv&HBti 
mmzftMzti. iff*«±. fa&ifcfctr^hFTtfirifi 

S. Tkil^f-ttMli, BELT. *JtHffli5^ti i Wi 

t>'T - U ^oaiS b ■+ h , m*co <r J 
^ ^^tfz^tL^mMizX ft, ^fi^lt. ± 

[0428] msmruf^-m^comzm ft 
a. ^ /k < l * ^commMftzft d m.&comm 

ikZWtitt L ; i£X,f«£ff a ;H#V\^(1. 
0.0) T^ft-MLi^jJi, teWf&<7>Jm%:mWlzi5 
^T#t*fflTfei.„ 

[0429]*(i. o. o) x-^ti&fc-&mm&m 
Mt Lxmmztio &^comcomcoM.0ib lxh- $tm 

^com®.frmcoM±, x^<ww&&x&g=&ygm& 
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[0430] TV)V^-fe&&b^LM.b<rm\z\±W^ 

D-22888il rH^-MI^MIWUt, 

rx et 30 al"D-22888-a new 
PDE4 inhibitor for the t 
reatment of allergic rhin 
itis and other allergic d 




D-22888 i 
(0.0.28) 

[0432] mmmmt. m^m^zmmt. m-sizx 
*. wmssmt. mmmtcb*). z<ow§u, lam 

ma. w#, mm. ±m*MZMmmmmibLx& 
fcrr**. HHWKi, MJUSfflo l o^t* o , ff^-S- 

0.0) T'^ft-MLllrWi, Sttifctt«tttf>UJUS 
AISfeW^^Bt v ^mx-fo h . 

[04 3 3] 8. 5 ettragfU^f-, ^jttWIB 
P«£!l Wtttf>5Ja£fc5£i*3*u «ttB8»y^*7f- 



isorders, " J. Al lergy CI in. 
Immunol. 9 9 S44 4, 1 9 9 7#i„ 
i>0 1 ^^li^lAWD -12, 28111 TWP 

^jltUS. Poppeet al., "Effect 
of A WD 12-281, a new sele 
ctive PDE — 4 inhibitor, lot 
eprednoland beclomethason 
e in models of allergic r 
hinitis and airway inflarn 
ation in brown norway— rat 
s, "Am. J. Respir. Crit. Care 
Med. A9 5, 1 9 9 9*118. -ffc^ftD - 2 2 8 
8 8fcJ;*/AWD- 1 2, 28 111 it, S^t±I2 
mmttztiK -HvFfu (0. 0. 28) fcitf 

(0. 0. 34) "5*5*1* : 

[04 3 1] 

[ftl32] 




T-fV-yj—A- (AWD - 12,281) 

(0.0.34) 

fftttHK'J AP« l %i 0 fc*< 

trt*&0*PfH£^rf § ?'j7t7/(crip P in 

g) 

[0434] *HJMH*T-ffiffl^**^. "'KttWSti y 

vf-" tw?mmi±. ztit>i>3.fz3% (i . o. o)t- 
*3*i&te£*rc*MK-a ' t #-c# * cot. aatFT 

'A ; mmzftomwmw&x'fo&ffi®Mm%. ■, seas 
m*.tx* m'\mmv ^^^zmfhmm^mx-h 
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[0435] mmtmm&mzm^^m.wmmu w 
tihumn x xmimtzs. $> ti& Mtmmn 5 0 % 4 t- 

SfSfiScL; 3 0~5 0%ii. StWfEKiHlBrca 0 , 

h#4* >\ IL-1. IL-4, IL-5. I 

L-6, IL-9 S I L — 1 3 i3 <£ l/- T N F — a (± ^ Hfl 

Kttiiftgttt, >*>zx&m5i.v :, %mL 

[ZftLTlLmzm^-th „ Firesteln, G. 
S. andZvaif ier, W. J. , "How i 
mportant are T— cells in c 
hronic rheumatoid synovit 
is?" Arth. Rheum. 33 768-77 
3, 1 990#i o ZtLli. MxK\ TNF-afc*f 
«ty?nt- Jl-Uik (Mab s ) ^'RAKMiC 

I) ; Ma i n i et a 1 . , "Beneficia 
1 effects of tumor necros 
is factoi — alpha (TNF — a bio 
ckadein rheumatoid arthri 
tis (RA) , " CI in. Exp. Immuno 
1. 1 0 1 2 07-2 1 2, 1995. 

o.o) T-mzti&PDE4m?fflM. i&mmm, mst 
m& ± h mm m« ^m&mm^m % n 

Wte&^x^mxfcz>« 3$ ( i . o . o ) "cm&tihte 

5. lFN-rtiXX/TNF-aCOtkiH^LX!K^m 

cdj y b* h uin&mmmz tlx. mz. § $> 

tZ±MZM B ML?z<, ^t, Cohan et a 1 . , 
"In vitro pharmacologyof 
the novel phosphodiestera 
se TypelV i n h i b i t o r , C P - 8 
0, 633, " J. Phar. Exp. Ther. 2 
78 1356-1361, 1 9 9 6 ; ii ±t>\ B a 
r n e t t e et a 1 . , " S B 2 0 7 4 9 9 ( A 
rifio), a potentand select 
ive second generation pho 
sphodiesterase 4 inhibito 



r: In vitroanti — inflammato 
ry actions, " J. Pharm. Exp. T 
her. 284 420-426, 1998. ^ 

(i.o. o ) xmzti&pr>E4mwffli<±. ttz.m 

Xfo*). £0>£fcJ4, ^mX±m.^flX^^ ; Bar 
nete et a 1 . , Ibid. 3^(1. 0.0) 

x^ix^it^m^msm^^-^ i^^yn-i 

fci"3, TNF-«, IL-K IL-4, IL-5, 
IL-6, IL-9, IL-13Joiy'GM-CSF« 

^ ( 1. 0. 

0 ) T'jl£:?x& P D E 4 LTOfct«f# 
tt5rl|JlD§'tl> ; Kambayashi et al, 
ibid. 2 ^ ( 1 . o . 0 ) -C'^SixS-ft^ 
*^M$ix^mK*EBM*^WTN F - or ftaj 

z\btfX%&* l-ocOicoi^^-ift^f-VKi, PDE 

*l4&TNF-atf5ffiWfcWflWN& ; Cheng et 
a 1 , "T he phosphodiesterase 
Type 4 (PDE4) inhibitorC 
P — 8 0, 633 elevates cyclic 
AMP levels and decreases 
TNF — cc production inmice:e 
ffect of adrenalectomy, 
J. Pharm. Exp. Ther. 280 621 
-626, 1997. t, 5 l^^^i^ifttf 
/Hi. D'J77A«gD^:iS, #y3?-i->xm 
^t^tih 5 v hOP^KJBOPIWtHf^S ; Singh 

et al, "Synovial fluid le 
vels of tumor necrosis fa 
ctor a in the inflamed ra 
t kne e : Modu 1 at i on by dexa 
methasone and inhibitors 
of matrix metal loproteina 
ses andphosphodiesterase 
s, " I nf 1 aim, Res. 46 (Suppl. 
2) S153-S154, 1 9 9 7. 'fSttMfifi D ^ 
-m&im^Mt. &fz. PDE4|fflWWt=J:STN 

MLx^mxmm^tLXi^. v^x^rs^A^h 
mmik^^cox o %m&%mztt&wffii ; £7 : Mz}5 

ekut et al, "A nti — infla mm a 
tory activity of phosphod 
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iesterase (PDE) IV inhibito 
rs in acute and chronic m 
odels of inflamation,"01i 
n.Exp. Immunol. 100(1) 126 
-132, 1995. sc. iftttip. mm. r? 

y-y> 1 1 immtm (cia) ^MzmttmM 

tfVCV^ ;Nyman etal, "Ameliora 
tion of collagen II indue 
ed arthritis in rats by T 
ype IV phosphodiesterase 
inhibitor rolipram, " O 1 in. 
Exp. Immunol. 108 415-419, 
1 99 7. ZCDffl9tl,Z&\iX . nUT^-Atoircsoffl 

m&xii. mm&commsBrmt. ttB202mg/ 

lit. MBoffjhS. IftRIHtrfis H«f&*$BKU 
H— <7)Ba«rife (top scor 

e) taut, mwxsmiizwx. q'j/^ii s 
M&m\,&frr>iz. ztit>cr>ffl9t%t>iz. tfz. mm 

'J Vt N°Sff "CCD T N F - a $5 J; If I F N - r m R N A JPH 

ffffl«;t^«„ Nymanet al. Ib 
i d. 

[04 3 6] b h mm$M£ J: & 4 > b" h P?OT N F 

-a^coBaw -jg ( i . o . o ) t^^s^^gd 
t h mmmmiz iMythnwTNF-a taer*- 

|5iW$&Hfi, EP 411 754 (Badger e 
t al)fcJ:t;WO9 0/1 5 5 34 (Hanna) 
fctBttSfiX n«7ah ^aU^-TS i £ 

o . o ) T*$*t&fl:^Bi«o-f yvim.w 

[04 37] Mim% P D E 4 fflSffl. M*.t£* R P 7 

340 111 fiUflSKfliEl, ttfc, WRFEf/K 01 
xJf. ilil«ffl*BMt (sew) -BBftBWfifttcW^-* 

Mitit^tflt^l. ; Souness et 
al, "Potential of phosphod 
iesterase Type IV inhibit 
ors in thetreatment of rh 



eumatoid arthritis, " Drug 
1 541-553, 1998. PDE4 WgM&ffi 

P7340 1!i, I WALtzWXiZ&if 

&MmMcD^yjtX/W?W$mX'TNF -a mRN A 
$mi{&T Z^&^t tf±M$tlX „ Sounes 
s et al, Ibid. RP7340K1 i^, 

4 o o p g mtsmt . i . d . z&^-Lfz 3 s&com 
l - 6 jfitiit u^i^sTtcff 3 im^stci^ ^ b§ 

tt^aiftjSrf^-r-?. Z 1 #*T'S= t. Chikanza e 
t al, "The clinical effect 
s of RP73401 phosphodiest 
erase Type 4 inhibitor in 
patients with rheumatoid 
arthritis, " Br. J. Rheumato 
L36: Abstr. Suppl, I, 186, 1 
9 9 7. 

[0438] u - 9 3 imMfrmm^&mmmmizm? 
h c a m p mmcpm±cr>m^- ^t ( 1 . o . o ) xmz 

tL&fc&fo<7)P D E 4 3tfjEt-^.^(Cii Lfc t 

•5 1 o^lt ^McD P D E 4 & CI i: 

b bW&mXMbtrbnu- 9 3 7M&£figffl 
i-ftKte'C**. M*«(;&ft& PDE4M1M&* 
fcfcfc, RJE*3 fc 0 im 1 0 5 WJflH«0«ffJK 

xwMm u - 9 3 7 o . 01-10 

0 0p MOiEHcOiSJgT 1 4HBM jl^— h t . 1 m 
M(r>y"riX7i? : 7> : J>E2t:lmz-X$ ^>t4^ y 
dra<-h-t*. KJE*Htt&Lfc»5a'C, 17. 5% 

ft, 1 M^B^U^A^JniS * tti 0 pHSrtftt 

3/K±, Brooker et al, "R a d i o i 
mmunoassay of cyclic AMP 
and cyclic GM P,"Adv. Cycli 
c Nucleotide Res. 10 1-3 

3, 1 9 7 9<,zmm t ztix^&. 

[0439] mm** ru ymicD^mm^t. ^ 

izmiLtzmm*. ssssim. mBt—t-hvvj*- 1 

raH^frfc J: OffiWStfflt, z\ix^i. WimmisiV 

m&LCD&foTS u3*3 =t t*sKK5ffi*ffl< . y ^^^-tt 
a. mm-Tb vvj±<r)MM$mtiziij-3-7 j iim6& 
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ivy? v>&z.v ; -3}Vt.j-vt>mm l & x v*v>wm&& 
*ifi8M-4tfofc:Wffl , cfc | 3 ; fife*. *<r>memsm. w 

[04 4 0] mitiitfmat. m.^<<^m^hm=F<r>\^ 

[044 1] Lfztf-oX. & ( 1 . 0 . 0 ) T'ilSftft 

p d e 4 ia#{fc£ftii, am ; *j ±tf , uaufctt a ma 
xx/mmzh^x ttstemzk 
[0442] 8. 6 immmmmm 

St ( 1 . 0 . 0 ) t^SfL* P D E 4 fflW-ftl^f^-rft 

tfcftteo^rJiJiiEL/s. LfttfiT, * ( i . o . 
wstnmms XT/marc t>&. "x 

* . *$fc"?Htefl£v ^S-t ft i k OT* § ft ftffcift 

J4. »tc, L^7 7-ffi«II^W^ix. £*Ui, pJ;£. 

[0443] ^coflficoffK^Si: LTt4. 
m& C n£# ; n WMiUm ; fg& ; m ; Off ; # 

*c?)fiT ; *»t±MJDffi ; £ 4tA MeMHfcfett*^ 
«H!^BflMt^*«"*1WI! (chest film) 

^r#> . i££ttftilii**fafcffitf)Mft 4 fz amW&Tfo 

ft, ] ; Mt^lffiifcTX^drVUXffi C£*Ui, JMHii 

ft. *§ll}-fc4-?Tt4. #^J:tMSMt*3Ctft»ftra# 
MtMiS * tttt k ^ * S^«ttS^4 1 , 4 fz im 

ft«&— Kft&Mc9*^T-&ft7X^/MfD-A£ fc 
[0444] "l^flltt (granu 1 omatou 



"m^M (granuloma)" k^dfflf§i4. 

i&<£«^ v ^-m^c7)/jN$ ttmxn&b t>tifzm§k% v * 

-h&MBfclBtt L ? o 7 r - £ <z> J: 3 fc* 

h^^XJffliffk t«?StL. 5^ ( 1 . 0. 0 ) 
&fc&fo&®mLX. WIT*!), «LT. 4T1S« 

ymntmreibh. wt-thmmt.. mnm^mim^ 

(polyarteritis nodosa) (PA 

N) X'$>K>. :Wi ^«ffifcJ;V'WjM«lg««« 
V«B i D ^-fft X WEtt ^^TT ft /h 4 fctifHI 
T* ft . ^St-ft i k ft ^comc^iJ 

mmmmmmiz. & < 1 . o . o ) ts§ni.v^fn.« 

ti&frtfz li±-f ft jmttziRtt £ 4- x. ft geS-C^ ft . 
[044 5] 8. 7 Trh-tt&jy^ t^4^J| 

T h t-H^jf^ii. ^^-ffi (pruritis)C 

-ttll , tt^ilfc «fc t>*-lf A,M^ * # a i k < . ± k 

{4. 4fc, TW^'—[tgJ*^a4V'TW^-4^(4 

[04461 7b t-tt&WKS ( AD ) {4. ttVVfftfc: 

^f*c^AP^l 0%~1 5%(cf>W^S.J4"7-. 7 ft- 
tt^Jf 5fei4 . -arXAcfe 4 IfTViV * a ' k 
<. U^'-)t, ^timW 4: tX/4 ^(4T U;l-=^ 
-ttH^^^^M^At^-fft c\ ttf^<DX\ 
fUi, l^^ft "T h tr-14^|fig (atopic t 
r i ad) " ^ffiJxScM^k LT^k >3roT ^ft . Le 
ung Dym, Atopic Dermatiti 
s:From Pathogenesis To Tr 
eatment, R. G. Landes Co. , Au 
stin, Texas, 1-226, 199 6#Mr„ 

p d e 4 <?)wm\x'$> jjMffltffipnecfci . #u 

J4\ n'J77A, Ro-201724, ti4 VffVfy 

a6»i!)Ot t*ffi'ifli?sms« ( hpbm) <r#ffisr>m 
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Torphy et a 1 . , Drugs and t 
he Lung, Eds. Page and Metz 
ger, Raven Press, New York, 

1 9 9 4 ; jSil/f, O' Brien, Mol. Med 
icine Today, 369, 199 7#3g 0 <I 

BMOiMMJiB^jE^^J&^^HP BMCJa^ti 
«S#l£*5rC» 4 =fc 9 t> P D E 4 IfiWtdtt LX S A. 

atfNtr* h z. t zmmttz . 

[0447] ffiffifclflM, \&J» U T h 2 

* 4" T<WM h # 4" >-#i#T -fflKli , ^FJf I g E 

h tf-ffift*3fe-*#«0Jfll*t*i(tS I L - 4 , I L — 5 

feiv i l — 3 i^p^^^^&rwpy^jttt 

5, Leung Dym et a 1 . , "Aller 
gic and immunological ski 
n disorder, " JAMA 2 78(22) 
1914-1923, 1 9 97#Bg 0 I L — 4t> = fcf f 
I L- 3#Jflt*ff*MB ! -- 1 ( VCAM- 1 ) , #&*Q 

•I) o 

C0448] y y v i tfjffiiaBKfc: ^Wcamp 

i£, H2 SSttcteaff^b X ? 5 y<7)#fflj&* cAMPl/ 
^/l-^ti^U VWOTh 2fflM-*3(tS I L-4£ 

Miff, rbt-tt&*lfefc:fevva±» £ 
-TFl/t'J >- ^iittJES^fMf* ; t fz (4 , 6JflU*U&!£ 
ttJE^O p D E 4 vgtt«ii±^frjt^-S i fc sWftMS^L 
cAMPjegojfcsWi. JttsWSW 4 

i±®xm%mx$> i»pde4 *imcom±iz£ K>±-f& . 

[04491 71 t-Mt*>^«l<r ?)»M£6t* 

wvcts o , ^-^issii, r h tHMMBfcisw-*. c a 

MP - P DEStt^tt^r h e-tt&J»lftK«Sftft» 

t^LT^s. rht-ttajm^j&^tfOPDE 

IE#&SJfil«i{P&tf)PDE4S3RJ:>3t>PD 
E 4|fi«Hfc*tLT$ fe(C»l4T* 0 , 1 4«*T<Z> 
H* i iliE$ixT^'>S» Ch a n and Hanifi 



n, "Differential inhibitor 
y effects of cAMP phospho 
diesterase isoforms in at 
opic and normal leukocyte 
s, " J. lab. Clin. Med. , 121 

(i) 44-5i, 1993 #s3 o mnmcom*: 

It, ±tz. PDE4PIW»J(Cj;^^aco^<7)Ttb-ft 

m-m^njmimmmMcnmmm.mz&uxM.z> 
z.t&x%&„ maa. p'jt^aii ph armies 
PBMCiiMfioRawciJtt4«t o & PHAjwakrhtf— 
mcm&mm<?>mmtz&\* ^xx'o na&r* & i t ayiai 

$*l"C*J 9 . ^it* 1 ^ IC 50 = 2 6 OOnMfcML 
T I C 60 = 28OnMt*S. 
[04 50] WjtWHJEKHoSJRWSrPD e 

4mmmtiK p af, r^nv-sL ^^-^yvSttit 
wv&Ffcx vmt-ztuz^Art -v hcD&mtmmmm 

m&Mi&t ICOtZ^mXh &Zktf^tlX^&. Be 
asley et a 1 . , "Synthesisan 
d evaluation of a novel s 
eries ofphosphodiesterase 
4 inhibitor. A potential 
treatment for asthma, "Bi 
oorg. Med. Chem. Letts. 8 26 
29-2634, 1 9 98#i„ CcOi^f-^ 

{4. mtffiffi&mm&<7#iMizt3i?& pde4 mwm 
^*ffltt£^ir\ z.cv£d%mmt. mmm^ik^-izx 

*) , HWKIfcfctJtt*2 0*«OjSc#fc8BBIfc: 

htz^XttteWSLfzmrmtcT-T 4 V7A^|^L 
Jt^:T ^i^ffittv \° 7 - ^ £ *s* (cPfi^ L , SW^ffl 

Hanif in et al. , 
"Ty pe 4 phosphodiesterase 

inhibitors have clinical 

and in vitro anti — inflam 
matory effects in atopic 
dermatitis, " J. Invest. Derm 
atol. 107 51-56, 1 9 9 6 £#B§L ; 
fcj;t>\ it, Turner et al., "Th e 
in vivo pharmacology of C 
P — 8 0, 633, aselective inhib 
itor of phosphodiesterase 

4, " J. Pharmacol. Exp. Ther. 

278 (3) 1349-1355, 1996 £*Hffl 

[04 5 1 ] Ltzt^X. »e ( 1 . 0 . 0 ) xm.^tih 
PDE4K«WI±. _fcJEL)fcJ:'3fc:. 7bt-ttftii6 

<7)^^a<7)/ifttfl"fflT*^ 0 St ( 1 . 0. 0 ) X" 
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ft«i^ ft m&tfi tx,* » kse£ rsm-* i t tfi-c 

ail ; ^4^{±#&S3E«£«£#^ 

% ; XM/Xil ; 4/si±. mmcoJ; d =Sr«f JfiJSHfc: 

ft . JflL^tt/KMfi: , ^gE«* 4 fcti&T i L < {itt&T 

[ o 4 5 2 ] 5£ ( i . o. o) xm^ti^t^mxmm. 
wm%m i> -mi^stcD tA,tm±. m^mm tfziz 

0 H4^^ilW^im^£^ : ifttSr^ltfc-rS 3 

a fitlfcfefMHBB£i3 v . #£^ft;««#*I 
V i UMj£&X~fo ft £ ^ fc— JRfl&fiHfc^JBO 2 ^cd^t 

; ma[t=:igyDtsr*E*r u/.^^f^«ia 

WH*ttfi«*JJ:tX||jS*JBIP"C**iSa*^4* ; JflLf 

[04 53] Ltztf-oX , s£ ( 1 . 0 . 0 ) T'SSixft 
PDE4ffiWMIi. JJEUfciSte. «*<9»otxa 
St<^)*SiE*«i«W)t«>(C#ffl"C*&. sS ( 1 . 0 . 0 ) 
§ tl ft itSmtfi 4 tzl&Sktct&k S ft j£<0 

[0454] Wmt. WtAsVitB&h. 3r 0 . 3$J!^ltai 

«Sftteff 5 *S§l3fcifiL*> & &ft IS»0Ka£T& ft . 

JRWSrSMi. ( 1 . 0 . 0 ) x-mztihik-s 
STCteKWC* 0 . Hj^eci Bllttfeil 
«^4£{i#^N:#£rfu ±^Lu?ElfiU #H. 

it b -t ft 3ttfi3M£a£ll!EftC& ft Mittt 9 iVmm& ; 

(pinkeye)" fc t^flftXi^TFAoE:? -f )V 

xciottfs ttjawtifttt sfrtasMift-c* ft mm 



^^Wrft?Sfn=5r«tt|g^T-*ft'»ffi^^;H4^IK 

i vmmim£ x r>x&r&iamm&Ti> o » 
mcDmm^^mn x x/m^m.wmtmtt'ri it 

a fc ft *«5^tt^ir*^M^T-fe ft S^tSMifeT 
&ft 0 Lt^t^fl. 0. 0)T'«$ttftPDE 
4 ffiSMJi , _hl5 Ltz X -5 1 . 8« OMcD*SHi^OW^ 
ifirfaiK<ofcftfc:*-fflTfcft. ( l - 0. 0 ) 

ft fbtma* 4 ft 

[04 5 5] ^ H^KIi, Kf^. *«#:i3J;VM*S#; 
Sr-^tfK^JtW^iiyi 4 fclifTC* ft . 7 K ^JSfftfi. 

( 1 . 0 . 0 ) T'lSSfLS^^-C-M^T* 0 . K 
/4 fc«^««a^HBtfcBK-4 7 H ^HffeTft ft MSP^ 

^ 7 f ^ isffe-c* o , y >-^^ i -> x m d h 4 titz 

±&nmM&XV : &±MMcr>1&®feM£ZftfflLt^-& m 

, Sl^fc =fc ^«#;cDifeJlX* ft ^I^^Btt^r K ^ 
Mife ; Mtif^^>-X#^^Ki4^{iitr^tlIi6^ 

^ft^^K^4Jt{4^r-fe/ut>E>f-rft-f-cDflfio^t 

F ^fi5fe^ 1 oT'*> ft 7j< H H B #*tm'l47" F ^JRife ; ti £ 

htHWS ^F^M^-efcftf^gpy H^iUfe'C**. L 
tzifi->X. 3$ ( 1 . 0 . 0 ) T'^ixft P D E 4 fflflffll 

a^46^WfflT'*fto 
[04 5 6] 8. 8 gag 

ffi ; *j itX. ^c/J«*^ itJfiWSttWat«rafc^*SE 
Kijitg ; ^r^W;. a«<^rd^*l3EEtHett3BEr**. 

0 , *Ht^v^Tii"@-E+7TA*±HIftS#^ft¥^a 

[04 57] &«^)HS*iZ;«t«KtJ{t* A§ 

=SrT-i|lua«HtBB»U, M{:fc^TCD4 + u >vs° 
«Sr*L, ^ti3^TCD8+'J>-^ 0 SRS:*rrfte i 
fL^yyvlSEti. IL-2, I FN-ri5<tt/TNF- 
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ffi«t#S(:a<K L X V ^5 . P D E 4 IfflW^fiJ^-rfitife 

[0458] n&sswft . mm&smm*. pde 

4 PlS^ijR O20-1724 X%mt& cAMPl 

-20-1 7 24T'M»f-€. t , MMbit^X c AMP 

Wfc, ft-ftL^S&BttSftfciJJtScAMPitKtfO 
1 3 9 5%<7)iMJn^f^^fLTV^„ PDE4P1WM 

If, niJ75Ali, SSfcDO. 0 3m gii^cOffiV^ 
BrfSfc-5- T" v r> x tj (t 4 ;n XiSRSEffife Ji ft PI w-r £ £ 
fciOTn&fLTV**. SiRW^PDE4KW^'JRo 2 0- 
172 4(1 t't^WC^&^O^ftJrt^ 

[04 5 9] 8. 9 ^%tt@f^feH£±gDffl^^ 

Si-ftJEiis (induration) ttzliMit 

(hardening) TS>v, ttfc. i&ffit: «fc 4 tJ J 

1 e r o s i s ) " i:V->3fflf§(±. J: 

jflL*^«-fkft^r» ingsfbE (ms) <t«« 

§§, SiPlfl. Ji^H?^ miSPfW^iW'SM^ir (v 

isual comp 1 ai nts) ^4f5, 

[0460] ^%mm\&. w&n^nxvwwm 

(MR I ) OffifflftiiLTfflSCiMlMT* 

■t&z\thtfz-*iffiX'$>K). &mzm&t-t&mmte. 

flS „ We i l bach and Gold, "D i s 
ease modifying treatments 
for multiple sclerosis. W 
hat is on the horizon?" CN 



S Drugs 1 1 1 33- 1 57, 1 999. 

tM&w ft ws t -s. mcx&yr 5-9 com^m 
ttBa-^tts-^* (mho a 1 1 ft«r&o kl 

#m$tL. TNF-ff, TNF-/3, IL-1, II- 

6j3itA'l FN-rm, iMt^fifi&ffitt-tM r#-f 
jxhcr>&{£\±. MLX. WSffitnmM&m . tnf- 
J*S*WS«*«WrU ?*^PS«Wft!^LT|g 

[046 1 ] ^fg»ftaffitCtJtt*TN F - a <ry®M*± 

(EAE) tefewt, i&^^Vf^'ffifflSftT&O, fit 
-TN Fffi*ifc!M?ttTN F«»S4I1 ffiH 
M^f^it^a^tl/^. Selmaj et 

a 1 . , "Prevention of chron 
ic relapsing experimental 

auto immune encephal omye 1 
itis by soluble tumornecr 
osis factor, " J. Neuroimmun 
ol. 56135-141, 1 99 5#M. TNF 
-a mRNA^l/^i: BAR CD-Mr b<Df3(7)WMft> 
Kktmi>*t:W&ZtlX^l>. Re e no et a 
1 . , "T N F — alpha expression 
by resident microglia and 

infiltrating leukocytesi 
n the central nervous sys 
tern of mice with experime 
ntal allergic encephalomy 
elitis:regulation by the 
Thl cytokines, "J. I mm u n o 1 . 

154 944-953, 1 995#i. TNF- 
a iH6&mft&ff>* s r t^<i?Xfohz\b fti»& § 

t> & h W4 . mwm.<m<n&m*m&m<wm 
mm^TNF -amm^mmx-hh, $t>tz^ w» 

asRtctiV^TTNF- a tJMWSBH^iJt&FWA^^ 

ATNF-«77?T71v^X!iftIMJiLTi^ 
Probert et a I . , "Spontan 
eous inflammatory demyeli 
nating disease in transge 
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nic mice showing central 
nervous system— specific e 
xpression of tumor necros 
is factor alpha, "Proc. Nat 
1 . Acad. Sci. USA 92 11294-1 
1 298, 1995;BJ:y; liu et a 
1., "TNF is a potent anti- 
inflammatory cytokine in 
autoimmune— mediated demye 
lination, "Nature Med. 4 7 
8-83, 1998#S§. 

[04 6 2] PDE4mWmi±, 4fc, TNF-aJi 

^-£tf\ tnf-«ii iMz^mttzZofc. ^mm-it 
mtrnfri-teotzmt^tisMiistrt cox\ p d e 4 

fc^TT^flT^So Genain etal. , "Pr 
evention of autoimmune de 
myelination in non— human 
primates by acAMP— specif i 
c phosphodiesterase, " Pro 
c.Natl. Acad. Sci. USA. 92 3 
60 1 -360 5, 1 995 Sommer 
et a 1 . , "Therapeutic pote 
ntial of phosphodiesteras 
e Type 4 i nh i b i t on in chro 
nic autoimmune demyelinat 
i n g disease, " J. Neuroimmun 
o 1 . 7 9 54-61, 199 7#M. 
[04 6 3] PDE4Sffit3J:(;TNF-a«4iSffi 

wt&MWz. 5t ( i . o . o ) -emztL&te&mni* 
( 1 . 0 . 0 ) "c^tLiit^mt. ia^ffisjiE^iii 

JWT**. Lft^T, sU 1 . 0 . 0 ) -csSih-S-ffc; 

[0464]^(1. 0. 0) § ft -g> -f L-^ffel £ #tf 

jfiwwfc i otssts ; t <5o-c# & * coffin i 



Iff. »l4«ifii. #s7Bf£JfiflL ffc^^diUt/lflg 

at, mm. mmt±M3kt3£xf7v-ym ■, 

ffifiSfrffltfifc ; JK^ttfli^fttffPBSE ; (3( 

mm mmmmm ■, utmsmmgn ■, stt*«#« 

*7n-4fffifigfiff 5 3&»4)t*iffi?«rvr^* 

[0465] § sC ( 1 . 0 . 0 ) T^ftS-ft^ 

[04 6 6] 8.10 ^atffig^ 
»MStt*8Bi& (UC) (4, e»fc*Jtt*±i: LTfiiJSfc 

xtmmTmmco^mnmmmxh^i . ztnt. **n 
^jhh£*u mmmzit, -mmmm. mmm 

T«4. JgJE'ffi*J9!i£ (itLi4, ^^)_LSTtt3(t-I.P 

h*^<DmmittthwiDj<m%.xfo&, j ; »jbhi&k 

[04 6 7] ^n->-^ (CD ) £4. ffSfWV^l^ 
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m&a. m-^wfc, &&tttt£& ( i bd) km-. - 

ckston and Caminelli, "Rec 
ent developments inthe me 
dical therapy of IBD,"Cur 
r. Opin. Gastroenterol. 14 
6-1 0. 1 9 98 ; iJitA. Mu r t hy et 
a 1 . , " I n f 1 a mm atory bowel d 
isease:A new wave of ther 
apy, " Exp. Opin. Ther. Patent 
s 8(7) 785-818, 1 9 98#I, )®| 

[0468] ifm^m^iz^xcM^Eco^mt lx 

(4, 5 -TSy-^yf-^ffi. nfU^axr-xij b'£ it/ 
*SSHttJW, Mxtf. nff-*ru>, 6-^71 

lILtug^d. 0. 0) T'^flS-ffc^jU:. 

t n f - a s^ffaeeawfeftKtiv ->t . %s«vStt-fL 

N F - a*ai*iaSM-*tt»i: LT . ifeffittflftfem** 
^E^at"€> £ £ * iv C'# So Radford-Smit 
h and Jewell, "Cytokines a 
nd inflammatory bowel dis 
ease. " Bai 1 leres CI in. Gast 
eroenterol. 10151-164, 19 
9 6 #Bg. TNF-«(1 4 fc, «KS§^S<7XS5§-<7> 

[04 6 9] S4>fc s Rte±lElE4LfcJ:'3fc:, jBffift 
=5: P D E 4 EMFSIfcL IfoiMi^W^ 

H£*ir-s 0 aBR«=SrPDE4iawwro7^u>'tt, 

5 ^-9vl-7 x - b m^M^ ; &'rVK;*3 , o'J 7°5> 
A£j;V«M^PDE4fflWffJL,AS 3 1 0 2 5(1 

71/ b" -y'n yiz^mth^^mMt^iiM^tiX \ * 

rJ:* ! i§ilT^I»o Puig et al. "Cur 
ative effects of phosphod 
iesterase 4 inhibitors in 
dextran sulfatesodium in 



duced colitis in the ra 
t, "Gastroenterology 114 
(4) A1064, 199 8#HC f^ffiOBf^i 

&Lts X t££ fc£ it £ Mffift^i . SfiKflWr PDE4IS 
Mn'J75^J:tXfy77 * U yTi$Ss£-££>:fi& £ 
t^Tj^ft-T^-So Cardelus et al., 
"Inhibiting LPS induced b 
owel erythrocyte extravat 
ion inrats, and of mesent 
eric hypoperfusion in dog 
s, by phosphodiesterase i 
nhibitors, " Eur. J. Pharmaco 
1. 299 153-159, 1 9 9 6 ; fcit/. 
Cardelus et al., "Protect i 
ve effects of denbuf yl 1 in 
e against endotoxin indue 
ed bowel hyperplasia, "Me 
t. Find. Exp. CI in. Pharmaco 
1. 17 (Suppl. A) 14 2, 199 5 #88. 
[04 7 0] 8.11 Mlffik 3'^- gZEiL mm 

5ABMMIin»fc:J:*«ift*ff-5^a >y^*C*«**. ^ft 
(4, ^offi^MlL "7-1 ;bx. JMBHtiit^JR4ilffllrtc 
X-?X±t?Z>„ JRifliJE^H >/?J4. xyKK^yj 
fc{±^M^^ofi!!^^%(7)iii i i ; ^tS.(J'^fflfcj; 

cDjflLjjssrPH^^-^-& o ttnmsxtf^-y&n&mt ■, 

i>J;t>\ tX^*y, +Mb#-f>\ 7X2*9 jf 5 >i? 
y& X V-e c7)ffi<7>^ t 4 x>f ? ojfeli} 4 WArrs . 
[047 1 ] 1 0// g/k g/#T1£5!l«£: LT#i^ 
ixS^KW^P D E 4 PIW^JR O-201724 3& S S c 

AMP#i«tMJD£tf\ wmvmmztuf&^yvh* 
i/ yimmmti x wiafii& x v s &w.m s 5&m&cr>M'j? 

Sr#t<«*§-^-g.o Ro-20 1 72411 £fz. X 
ybb^fi/y^MLfc^v M^ivtai^SrBtt^S 

ih*^§fLTVi§ 0 Carcillo et a 
1. , Pharmacol. Exp. Ther. 27 
9 1 1 97, 19 96#i„ ^Vb^y7^jyt 

ifl^-t 2 4 ^ffiffeJfiSlRSfU a 1 2&tf 1 m 

g/kg /*mv 2 4 n«afc:*>fe s^b^^yy 

Lfc . 2 4 B^raf*. faWBPfctitt STNF-aW 

m jtrt -s. * k mm t> tifz . 
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[04 7 2] i>0 l-3£flfflS£fctJVVC» 5-50mg/ 
kg i. p. 3 Xt50^>-hdfi-7 >j yt, i>L< 
J4, 10-30mg/kg i. p. 3 xOSBRW&P 
DE4fiWBnll75i l j: > 0. l-3mg/kg 
i. p. 3x^)f^7-f iiyttcisflfr^ia**^^ b 

Wztsux't.yh^i'y 4 u y& *) fc 1 o ofg£_h@.g» 

IJiflS^'CfcSi t***n^r^4. C a r d e 1 u s 
et a 1 . , Ibid. , Eur. J. Pharm 
a c o 1 . #KL 

[04 73] fFF£J4. »K^iE^M#*frTT'IE^ 
jEtt3r«8K*frT'C«*£ fitWWT* S £ i: "Cafe 

i4*!«£#tS t -H, . HfKW3: P D E 4 B&W*!l<9_fciS 
JS1tt:S#, HftW3rPDE4|fflWWtt, fFF^ »t= 
mttW^eOj&g £4J V WfflT* h. B e g a n y 
et a 1 . , "Inhibition ofType 

IV phosphodiesterase by 
Ro-20-1724 attenuates end 
otoxin— induced acute rena 
1 fai lure, " J. Pharmacol. Ex 
p.Thera. 278 37-4 1, 1 9 9 6# 
HB. tfz. fc^y i y^'-^^tli?SStl.^WO9 8/0 
0 13 5*JK. Lfztf-oZ. it ( 1 . 0 . 0 ) -C^^tL 

[0474] SW*gi4. ^#tt^M, «8*5j;tf$fe* 

abOx.. Witf. ^ii{4. *BM, JOffiB&J: 

tt®JC*$f4, AMWCfcO. H^^'JT^fflff 
JtltL. SMfX,*:**. ir&MR ( y e 1 1 ows c 1 e 

ra) . mm^xx/mtchh. mmmho low 



tc4^« 

[047 5] Jg«Mi4. UxKmwmMMmeM 

t V%LWt^A)V7. (HIV) £J:&!S3fi!tf>Ki*"Ct> 
"3 , Hftttfc«^tt$feaPF£ffi*sS (aids) t ft 

s*i*aEtt*-atr. it ( i . o . o ) x*mzti&fc-&m 

4 Ofcflffl 4 . #&HJ3?)jBS? W2: P D E 4 ffiWPJ 
{4, ^Mlfc^WSW^^^^^WBa^'JEtg^^ f^x 

[ 0 4 7 6 ] it ( 1 . 0. 0) T&ZtL& PDE4I* 

co^-im tmmm * v * 4 o iz , -en ^ 

-f/tXi: LTf4, HIV-1, HI V-2fc4 

V'HIV-3 it-ih^^'n^-I^X (CMV) ;-f>- 
7/UX>-if ; TirVM/kX ; J34V\ Jg^^-^^X. 

[0477] it(l. 0. 0 ) X'M£h.&PDE4m.W 

N F - a 4 feJiUSffeTN F 4§l«f±#tcSi 

xhh, zcoxo^zLxmw^sm^Mfmmmi. mm 
mmm:hh. 3$ < 1 . 0 . 0 ) T-issix^^^ 

(4, 4^. ^JH!W«fciVlfflJS8ft^>Ja«^«>fca 

Mb LTi4. sKUS^r^MB, CTxt4\ PJ?^> 
B ; >f S^y— Mi.(f. ?nhijr/~;k X3 
-ty'-/W , 5 3 V— /WtJ 4 ^ h rj -f y- ;V ; h y T 
V— f"Ji.(4\ 7/l/atv"-;i/fcj;l) ; '7-( h7tv"- 

y B 4 1/ U sKV— A T ^*-r U y B #(f £> ix§ 
*», ;n^tF^§fL4ttfOT'{4^V\ it ( 1. 0. 
0 ) T*§ixl>ib^io4^#'6»ej64 tXJESBJSSft 

"l«|B$fft-¥- ( c o — a d m i nstrat io 
n)" hV^ffllS{4. (a) ZOio&ft&totSXXffi 

m£-mzm-mBizm^$>m&^cozc?)£ 3 
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xtmrnzmmzmmizm* eotm&m&r&vi&m^ 
xx/. ( c ) znxoftfc&m&xxmmzttmzmm 

Cite L , W2r«HBIIBIIHTaK LX1k5-~th O X 

[04 7 8] 8.12 IPFgji 
TNF-a^)JjeWffffl£W-fc:, **Ui, 4*:, fc M; 

l>Z, 0 . 1 - 1 0 m g/k g i . p . "C-K^-S^n 
ULiTN F-afeilf'INF - r t 
KWlH^^&^k^mftT^&icOco, «tfi. t 
tz. IL-101/^WI(;±#?tl»„ Gantn 
er et a 1 . , J. Pharmacol. Ex 
p.Ther. 280 53, 19 9 7#{S„ C\CD 

Btsssfuti L-4jfcffit«nw'^-sifcji) i ai^tL'cv^ 

S„ IfflittBSALT, AST£J:lXSDH<7)jfilSI*£ 

aitsH-co-c, zcommz&uxhttzwmztix^ 

v7x#\ S^fiu *7^h-X7Sy/x^7^na 
7 ^;l/x y f n l ^ y y B ^ S^t S ^'5 ^ 1 — X7S 
^iSfPStl-fcV^X^O . l-10mg/kg i. 
P. t= .fc&IMGSItefeiVVC, n'J77Atl ±IEt^Jfll 

4. LfctfoT. sU 1 . 0 . o ) -e^s^s-flte^ 

[04 7 9] 8 . 13 m iff IftUEBffi 
JfiLWiSSSttS^^ 7tyy>-cAMPfcj;y'cGMP 

mmmmiM.E:& (hph) tcJ; oT±SJd L -5 6 i k 

^[zmr-th^hxhh. ?kfz>mmm£m±. mm 

mmft1iZ#ft&W£<nma.-tti>*>. 3 0mmHg 

x "omv^umaxui 2mmHg i.K>m^^m.^mwLh 

T . IIW5rPDE4 ISWM n'J77A^yrnfI/ 
y— n^ts itf^a-zkxa y >c«»l±£iS^.g> £ k 

**j9Ii<>*VO*4. |3HK<?5S&mt±, iSfKW&PDE3PJ.W 

MT$>&$.jvvy>X'i>im>t>ti. *titz* o . ffiia* 
■mmmmsM.mztw h mmmm&-Mwz&m* & tz 

UbiZ, PDE 3fcJ;y ; 'PDE4C0|^77^fflSSrSS-r 
& „ Wa g n e r et a 1 . , J. Pharmac 



ol.Exp.Ther. 282 1650, 1 9 
9 7#Bg. Liti^t, ( 1 . 0 . 0 ) T-H^flSfl: 

tmttzteux^mxfch, 

[04 8 0] 8. 14 

H<?^fcfc«t«. JK3Stttf>ffHL ± dffili, ^c^lUk 
JR 0 ffliftT V ^& , Hg»xx b a ?yR£.iz X h 
'i-jtWcomikX'fo L j: 5 m k , ^§&C 

$uwm<nwm&. x h x ww&<»mzv*> h 

MSr^Sk-rs. 

[0481 ] P D E 4 H«W(±. ^ 

a 1 ke r 2 5 6/S-Sfif7-/ htCfc(tl.#«*k. 
iHtll: L fc/MSM0»Jjtti i tm*«lfflfflSSIBtttfOJI?Jft k 

a 1 k e r 2 5 6/S -^fif^ -y h3&^<50±Ji#iO#iE 

asH^fc o cT^-tTOfc i k & mmt 

hc\ tifiSLftZtiX^h , fy7'7^jy«f5#ll 4 
tz. WmAt^KtzA^'mcom.^mMb . -Y^t>n# 

ti^#^(:fc(t-g»^'i'W«*Bfla^a^«^k^±i 1 ^ 
lawtsT Lxmmmxh o , - u ^ c a m p t ± o 

m«$ix, PDE47^yfU^'cAMP^tSf 

commmzav^xmrn^'ikm^mirh z\ t **sjEsn 

t^li, Miyamoto et a 1 . , Bioch 
em. Pharmacol. 54 6 1 3, 1 99 
7 ;Waki et a 1 . , "Effectsof 
XT— 44, a phosphodiesterase 

4 inhibitor, in osteobla 
stgenesis and osteoclastg 
enesis in culture and its 

therapeutic effects in r 
at osteopenia models, "Jp 
n. J. Pharmacol. 79 477-48 
3, 1 9 9 9; &Xtf. Miyamoto Ccfijft^ft. 
/1JP91 69665 (1997) #33. LfctfoT* 

( i . o . o ) x-mztizmmmftPDEAffimn 
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[04 82] 8.15 CNSfel 

i±. /Hyyyg [Hul ley et a 1 . , 
"Inhibitors of Type IV ph 
osphodiesterase reduce th 
e toxicity of MPTP in sub 
staitia nigra neurons in 
vivo, "Eur. J.Neurosci. 7 2 
431-2440, 1995] ; £>J:t>\ 
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[0483] HMi^xdf ktmmmmzmw 

^SfrT^ h (WO 9 5/28 1 7 7fcii>*JP 9 
222 1423 ( 1 997) I*HMe i j 

1 seika kaisha Ltd. tCfijjSSixT 
V^, } . PDE47M V-if-f -Ati. ^Jlifflgt-fc^T 

tpmtmftmi ± v- -*<tm <o x- h < s y t# a 

*CWffl"C"S)-§) (Yamashita et a 1 . , 
"Rolipram, a selective inh 
ibitor of phosphodiestera 
se Type 4, pronouncedly en 
hances the forskolin— indu 



ced promotion of dopamine 

biosynthesis in primary 
cultured ratmesencephalic 

neurons, " Jpn. J. Pharmaco 
1. 7 5 91-95, 1 9 97] „ 
[ 0 4 8 4 ] 5£ ( 1 . 0. 0) Xm^flh PDE4HS 

£ ff o tmm^mm t-rh.^y*?-* >? v ymm 
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et a 1 . , "The phosphodieste 
rase inhibitors pentoxify 
line and rolipram prevent 
diabetes in NOD mice, " D i 
abetes 47 570-575, 1998]; 

mm^^&mcommz^i^x exu et a 1 . , 

"Protect iveef feet of the 
Type IV phosphodiesterase 
inhitor rolipram in EAU: 
protection is independent 
of the I L — inducing activ 
i t y , " Invest. Ophthalmol. Vi 
sualSci. 40 942-950, 199 
9 ] ; fltttU ysm&ti^COZmitZ&^X CKim a 
nd L e r n e r , "Type 4 c y c 1 i c 
adenosine monophosphate p 
hosphodiesterase as a the 
rapeutic agent in chronic 
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lymphocytic leukemia, " Bl 
ood 92 2484-2494, 1 998] ;H 
IVS^im>t[Angel etal. , 
"Rolipram, a specific Type 

IV phosphodiesterase inh 
itor, is a potentinhitor 
of HIV-1 replication, "AID 
S9 1137-1144, 1 9 9 5&£X/Na v a 
rro et a 1 . , "Inhibition of 

phosphodiesterase Type IV 

suppresses human immunod 
eficiency virus Type 1 re 
plication and cytokine pr 
oduction in primary T eel 
Is: involvement of NF-kapp 
aB and N FAT, " J. Viol. 72 4 
7 1 2-4720, 1 998) ;X'JfVh-f^ 
jffit^UT [Fuj i sawa Pharm. C 
o . Ltd. izmm^tlt: JP10067682 (19 
9 8)); WMtiAtflBaBSSft^BtetiVvC C S c h 
ering AGizmMZtlfzD e 4 2 307 5 

5 ) ; m^M^teXT/mmmcommzts^z c s c h e 

ring AGlzm&ZtltzWO 9 4/0642 

3 ) ; tszts* m±mm^mmzn^x c p o r s s 

mantii$flitWO9 9/0 2 1 6 lJSMSt i 
e f fcritSSfifcWO 9 9/02 1 6 1 ) tfJflTfc* 

[0486] ±IE»BBfc«V\ 55 ( 1 . 0 . 0 ) "CfiS 
ixSl^fe(±. ETFtfSHJlL Ueft*J«tV*e« : 

-mi, rht-ffistii gE-«4H*%j6L a 

ST1N JS^»ffiJ*^J4^>f^XiSS{st«t 

-*teifctt&tt^*£K* ; flHtaiaafe ; *HM)i 
MS; fcitf. MM; 

ffcSEtt<Oj!ta!*e» ; ifcii. tAJW. UttiTlS 

tt^i^, ^commmmmmm (copd) , ^ix^ 

opd, T^IiSBfftt^^jSfflS^ fctscop 

d, f$LA?Mwmm.mmm (ards) , mcr,mmmm 



-\t*tP&&m. SHSfclifill: tttS t« ; 4 

J£; Rtt«St1BaiS3t!E, S«M«£M!fi. 

-*HfW5firTWl"¥-ttJHft ; i>L<J±. EfiKttTWP 

■*-*II*US&; «ffi4^{^NtM14IiJ^SS 
i*L SttfflJU^4fcli«tt«IJllEfe. fc-fct^ IWK 

- v SSL SB 4 >t i±«JS £ t =T$- S 'HttMfifi 'J -7 

A; 4^{±, mmrnnm. mmmmm. u?? 
£#irf-£ mm. r i^;^-'tt^i^]BttM« ; ^4 fc« 

fi--/-xh7«I«, Wft^KiM^ (PA 
N) . ^^ttWEIPRffe^fe^riSJiOiKRS 

-rht-ttAltife; feKIl rwwf-ttftf* ; 

43tli, 7W-ttJ^li7ht-fiSi; 
-l^SI, ftH43t(i:«m^t.#t-St^4^^; 4 

^JjJtifWI^fg t^/L 4 « . iH^fflB^JMH!fe«i^^Db^4 

iSf, 'R'l4tA4ff. jH«fcWH, 3yyf^iMt^4 
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tX4£. E*t/L-40, iJiV. £EffcRl^t,4SF*»& 
&ftf¥i: DUS^ixftMT'ifcft tAst® ; 

-IE* ; 

It ttft ISM^ , J£Mttr»ffiS&Sffifi4 httSHKStttat 
ffi. ^ttMMtffi, SjfSttfJM, KSEttKfiiJffe. * 

&wimm, mm^mm. m&j&&m. « 

ISfr: 

( i b o ) ; ifcii. }tatt±Bi^ (uo, p^tt* 

vm (CD) 3&>4>s3r-B»J:0afiKS*iSH*Cft6U^Ett 
M ; 

TfiffcSIKflL JS«ttS«$u 'CMJffiL 
hftfS^^JiVX (HIV) fcJ:*JS»!iqB&$-6» 



9 ; 

-MMf« ; 

-fflj&IliLffiE ; ti XU\ fftWffil^MiSlfllEffi ; 
— £«£ffi ; H^fctt-g-fflL j: dffi ; iUt>\ 
L J: dSE ; 

-l^&ftSL ;WH4^{i:^MSrt#-tft^ffiW(g*|5* 
W; 3 oft. ^-df-yyy*r, ¥®*JJ:tflE« 

S*K£fxft HTft ft *ffi#g*Pt« ; 
-SBft;Wfc:. HIV-K HI V-2iJ.fctfHIV- 
3 ; 1M h^'n^-f (CMV) ;4y7;l/xy 
if ; rf/^^f/W ; ^^M:. *K*aff*JJ:V*WS 
Sf**i«aSf^>f ^3&»fe*&»i OeKStiftMT* 

%>^4>vxt tzim±x-T NF-a (&mm±mzw&t 

?obyv V"— ;P s x r? V— ;p s s rj i~V~)Vti X 1/ 
^rY^Y—lV; MJTV— /MB, 7 foa^f—fris X 

y Tt: -r U ^ >- B ij j; 1/ U ^ V— J± T V it- -f V 1/ V B 
tf 3&*-€-*i. <b (=RBSg $ ti ft »tfi^ v >£#tt»©*5 «t V* 

ft B*iC, m±TT NF-aCiS IWWSTKRIM-S * 5 

4fc«TNF-a^ja*giaj , tBP«*ij:t^K»asft; a 

it/. 

-dWl-SiiafflHi ; iE^'StttiS^; l^f-^-zI-i 
; Wtt'J y^&sHM ; H I ViS^ ; xijf-?> 
-f^ ; milM^S ; m^m^isx^mm ; 

±c7)McT)W^MS^fev^-C*-fflT"fcft . 
[0487] 

[^towt^ss] 9.0: i^iaRyai^i 

*«BBIi, it ( l . o . o ) aw&foffi* m?4T«ffl$ 
fx J; a ^ , ttziZX OHRWfc. «*fc!ftW*fc«>w 

Tfc-*lfc«ffl$*tJ: at, #BJM#^£^T»tft 
^jffio^t*3^Tffli^^ftuft-^«MT*ft J: d 

f#ft^46^> i mxtcom.mmmmt^ < 1 . o . o > 

{±, 5£ ( 1 . 0 . 0 ) Oft^JCD 1 SELh. 4fc«±«c5f5 
^&PDE4ffiWW«01«ELhfc LXi> iv^„ i 0— JR 
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s+K^tua. ~a itzmmz^xa, Ti&zmmtz 

[0488] *wmwtzte^xmm-tz> isw 

14, ^ ( i . o . o ) coit^mmi i mMtcDWcDiiam 

mtHzmv, : ( a ) ±.mnmf&tt*mwmzmm 
tzmmizukiu^-z, x a ^-comm^z, mmfcttz 

it^timmt(D±^m^^mmi^ ■, ( b ) & 
%&m9mzmmzmm l „ ^m^m^m^-hm 
mmzmmizmim%tzmiii£ti& =t a ^sij^mib* 
mMm®.ftzm^zffl«i,zmi?LfzM&<D, %tmz 

M^mmmtcmm^ -(c) nmwt mm 

t <7)m\,zfrtj; <o cnmmmm* a ^ ^xmm lxwr l . % 
cv^±m<Dmf&mmmwzm%&mmi l zmi&%tz 

it-mat femmt <7)±j&<7)m.^<?>mm^ ■, < d > ± 
^m^mm^fitzm^x-mm l , temmmm 
mmtmf/ittzitmtt&mmiz, mmz, wmLx 
wj-/ t tzumm l x mtm^iz x^xmmzti&xo 

%%.-<DM&*lz, flfflBif f&ftZ-ffilzmi? LfzmOr 

[04 89] 9 . l:n^h l>X>jfc|aigaigI> 
S 5 - U yy i— tf ( 5 — LO ) fflgfllRt/ 5 - U 
sg^gj^rgMjMfcgi^Zl^M (FLAP) T>?-d 

Sfc ( 1 . 0 . 0 ) CD-it&mCD 1 jmUlfc . n-f 3 h 'JX 

s^y-*-- - tf (5-lo)ii T5*F>»£ftaw-&» 

*^2-^<73|f^a ^^l^T'^O. i.MJ«ffliy? 
n:** S^y?— fcfT* 4 C O X- 1 RVC O XT'- 2 T* 

f b7X>-l(5-HPETE) C^fl, £<9&B& 



S»**^^ffitf!tto<?)Mitt>l«i:^:S. loco; 
?)J;3^5-'J^y y y ~tf Ifi WJ(4 . ±IBo^ 
(0.1. 1 4 ) taSfil.^n'f J- 

( i . o . o ) c?Mb&mtmzmm±.c7m& j £$:Bm- 

£14, J21T05 4 : 

(a) N-b Fv^ismMM ; N-T/l^/U-b Fn^Mf 
5 Vmm ; E-fel^Stffi ; b KnJfy^/75yI ; 
b FnJfy;l/7Syi ; 3-/MS*-^tfiKt3B 
TQSttM ; Ford-Hutchinson et al., "5-lipoxygenas 
e," Ann. Rev. Biochem. 63 383-417,1994; Weitzel an 
d Wendel, "Selenoenzymes regulate theactivity of 1 
eukocyte 5-1 i poxy genase via the peroxide tone," J. 

Biol. Chem. 268 6288-92, 1993; Bjornstedt et al. 

"Selenite incubated with NADPHand mammalian thior 
edoxin reductase yields selenide, which inhibits 1 
ipoxygenase and changes the electron spin resonanc 
e spectrum of the activesite iron," Biochemistry 3 
5 8511-6, 1996; and Stewart et al., "Structure-act 
ivity relationships of N-hydroxyurea 5-lipoxygenas 
e inhibitors," J.Med. Chem. 40 1955-68, 1997£#EE 
3fufcV* ; 

( b M yt>ntc?)n4 a h 'jxy^lfitt*; 

-a^H ; Larsson et al., "Effects of l-chloro-2, 4, 6-t 
ri nitrobenzene on 5- lipoxygenase activity and cell 
ular leukotriene synthesis," Biochem. Pharmacol. 5 
5 863-71, 1998i^m^tlfz^ > ; 
( c ) 5 - U >iWf v'yi— tf^NK-ftS7cfia^PJi: LT 

i&< i t h f 5 y >f >- h b i^r 

;^;Pf-rV— ;U^StX-^< 5 -'J^yft- tfco 

M-nPflWS'J ; Ford-Hutchinson et al., Ibid.; and Ham 
el etal., "Substituted (pyridylmethoxy)naphthalen 
es as potent and orally active 5-1 ipoxygenase inhi 
bitors - synthesis, biological profile, and pharma 
cokinetics of L-739,010." J. Med. Chem. 40 2866-7 
5, 1997£#Hg£:fUtv\ 

[0490] h'y-f^b Hndfy-T-X — h36*5- 

U *f^iyy'-?— tf fcffiW-y-S t V ^9 m&>Jb , N-tF 

u^iswmmmxib 0,^(0. 1 . 1 4 > atf 

(5. 2. 1 ) t'^fL|,yn^ FVMABT-76 

<7)mLtfi>tzt>Ztitz. 
[04 9 1] 
[ftl33] 
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CH S O 



(0.1.14) 

[04 9 2] SiJcON-h Fn^m«£*Wi:. ^ 
(5. 2. 2) t*§ilS7iyn^by (Abbot 
t - 7 6 74 5 ) T&S,, 



ABT-761 



(5.2.1) 



[04 9 3] 
Utl 34] 




[04 94] i/U4" h>-(i, Abbott Laboratories tCfi 
^§ft^:*ffl^fr3l4, 873. 2599" (Summers et al. ) [Z 

i.^xum^Kxav. znmm. ^ ( 5. 2. 3) 




[04 9 6] 5£rft, Ri{±, H ; (d~~d) TVWf 
)V\ (C 2 — C 4 ) r/i^-;!- ; i«iNR 2 R 3 t* 0, 
iir, R,2M*R 8 J4, H ; (Cj— C 4 ) T/Wf/W; * 
JtttOH-r-^D : X(i. O ; S ; S0 2 ; ttiiiNR^X' 

hv. 1;?. r 4 (±. h; (d~d) r/Mr/U; 

(d~C 6 ) 7/^y^L-;7n^f;l/; ^{iT/l-^/k 
X/l^ri/l/t* 9 ; A(i, ( d~ C s ) T/WrUy ; 4 
fcfi (c 2 ~c 6 ) ry^-W^T*^ ; ntti-5f* 

0 ; Y(± s H ; An ; OH ; CN ; AnSi7;W/t ; 

(Cj— C 12 ) T)V*)V ; (C 2 ~C 12 ) T/l^-yp ; 

(Ci~C 12 ) T/l-n^ ; (C 3 -C 8 ) y?n7M 

(d~C 8 ) f-sf T;l^r/> : 7U~;W 
Jr>- ; Tn^/P ; (Ci— C 12 ) TV~)VT)V^rlV ; 

(C 2 ~C 12 ) 7'J-/b7;^-7P ; (d~di> TU 
~)VTiVn^^ ; (d-C 12 ) 7'J-;W7/^Jf 

(d-C 12 ) 7y-;b7;W; (C 2 -C 12 ) ru- 
/KTA-^-— ; ( d~~dz ) TV — iVT]Vzi*ri/ ; 

( c 1 —d 2 ) r v -)VttT}\s^*is<7>wmmfax* 
hv ; z\z\x\ m§ssssm±. ; no 2 ; cn ; a 

afcti (Ci— C 12 ) -7/^^-7/W^yM-An 



[04 9 5] 
[tbl 3 5] 



(5.2.2) 

<y777>. 



(S.2.3) 

fcl±(Cl~C 12 ) T )Vt] J A )VXfoh „ 

[0497] HBHfc£*fi, #H#t¥gfS4, 769, 387-9 (S 
ummers et al . ) ; |3JI^4,822, 811^ (Summers) ; |W]|| 
4,822.809-9 (Summers&t/Stewart) ; |sl|g4,897, 422"9 

(Summers) ; |Hlg|4, 992, 4649" (Summers et al. ) ; R 
L*'|5liil5, 250,565-9 ( Brooks&ltfSummers ) ^m^tlX 

%<r>&«*. ^mmz&\^x^%\,zm%thk 
o ^mmmizm^xm^fzMz^co^^\m-t 

[0498] b yttzi^coiMnzmmttzmm 
fc0)\*-?tifrtt ( i . o. o ) ^-it-^Vat&^h-^ 

[0499] 7iyo4Ny(i, *BI#ffSI5,432,194 
9" ; |sjl[?5, 446, 0629" ; |SJf£5, 484 , 7869" ; |SJSS5, 559, 14 
4-9 ; |3]?F?5, 616, 596-9 ; 1^5,668,146^9 ; |I]Si5, 668,1 
50-9 ; |S||I5, 843,968^ ; NH5, 407,959-9 ; ^5,426, 
111-9- ; |sl!S5, 446, 0559" ; |5]||5, 475, 009-9 ; ftffJ5.51 
2,5819- ; |B]|g5, 516, 7959- ; |a]fi5, 476, 8739- ; |a1Jg5,7 
14,4889- ; 783, 586-9 ; |hH£5, 399, 699-9 ; l»19?5, 

420,282-9 : [H]gl5, 459, 1509" : atXH«5,506,261#te 

MUM"* ± -3 C *BH*ffl»cfc^T##«^fet^^ 
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mmmmtizmi-&$t>%z>mmz. wo 95/30671 : w 

0 96/02507 ; WO 97/12865 ; WO 97/12866 ; WO 97/1286 
7 ; WO 98/04555 ; RXMi 98/14429 tJLV ^ £ tifiX' 

[05 00] xtf^-t U MI?#?M yb»[4£ 

H 3 CO^>. R 3 



^-T^rmcOX/S-LOPIW^JT-^D. ^*1<S. * 
ft-^fccS ( 5 . 2 . 4 ) Rlf (5. 2. 5 ) 0>N-b f* 

[0501] 
[ftl36] 



H 3 CO 





[5.2.4) 

[0 5 0 2] ittf , R 1 — R 4 (±. H ; C 1 ; CH 3 ; X 
-?-;l-; -fV7nt;l/; < t±n -TntK'* 0 ; 4 
fdiR'Sy'R'li-it^oT, (CH 2 ) 5 ^L<«± 

(CHj) 2 0 (CH 2 ) 2 T'$>0 ; MV^R5{±, jrtf- 
/I- ; x^/P ; >f yrutVU ; ^ h*>- ; h >J 7;^u^ 
^-)V ; ^nn^fil- ; 7nh°^yixf;l ; 7 x.—)V ; 
2-7 5-^ ; 3 - b U is)V ; < {±4 - b >J 

Connolly et al., "N-Hydroxyurea and hydroxam 



(5.2.5) 

ic acid inhibitors of cyclooxygenase and 5-lipoxyg 
enase," Bioorganic &; Medicinal Chemistry letters 9 
979-984, 1999£*iHS*Ufc^. 
[0 503] SlJ(7)N-b Kn^gSfcffc^llrti, 5t 
(5. 2. 6 ) T^StLS A b b o t t -7 9 1 7 5T 

[0 5 04] 
[Ibl 37] 




[0505] Abbott-79 1 7 5tl 
i 0 &ftffl<75^Jfflia#^ ; Brookset al. 
m. Exp. Therapeut. 272 724, 1995 . 

[0506] £ £>^.g> N - b Yx**isWmto&m& 



Abbott-79175 (5.2.6) 

u-f h> (5. 2. 7) -CSS ill. Abb ott-8 576 IT 

J . Phar $> %> „ 

[0507] 
Utl 38] 




Abbott-85761 

[0508] Abbott-85761 ti, %— T'^a 

■fSifC, Wiil^StlS ; Gupta et al., "Pulmona 
ry delivery of the 5- lipoxygenase inhibitor, Abbot 
t-85761, in beagle dogs," International Journal of 

Pharmaceutics 147 207-218, 1997. 

[0 5 0 9] 7xyn^f Y>. Abbott-7917 
5. Abbott-85761. Ztl^^ll^zmm L 

temtt^^-ftifrtt ( i . o . o ) <ryttsmtffl.fr 



(5.2.7) 

[0510] 5 -Locr)^s^Mmmm^h.xnm. 
5 - y ^•r-^mm^m^-hcot^y^ v-t 

5 - y ^ i?«iawiiU4, LT-s§#ry? 
f±. 5 - y ^^y^— tfiawwii 5 - lo«i^ 
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commwu. Tmizmmrz £ o ( i . o . o ) 

O-ffcl^J tLT-mi-Xf Mt< t 5-LO RiWSfJ 
t coffin £ #tr . ±IB(=i8BH t £ N - 1 K o^f >-JS* 

5 - »JjK#2'y-*--Hf<3ffiWfflfc3$ (1.0. 
0) ^t^tffl^^-frTffifflLT, ^HJOS&S: 

5£(5. 2. 8)<1DN- (5-jSI) - 

[0511] 
[£l 3 9] 
RX- 



NHSOgR' 



[0512] Xli. OifcJiSTibO ; R ' (±. 

itli7i^;l'tl) l 9 ; MRIi, n— ^>-f-/K S^u 
^fx/K 7s-;k fh7bt<n-l-t7f/K 1 
-^L<ii2— 4^{±C 1 , F, Br. CH 
3 . OCH 3 , SCH 3 , S0 2 CH 3 . CF 3 . £L<fcM 

yrn t^tHBUg L < iiZli$fifc7x -/i-T* 



[0513] 
[£14 0] 



(5.2.8) 




'IT 



[ o 5 1 4 ] £ a Ltzit-^mzmth § ^-st^^ 

Beers etal., "N-(5-substituted) thiophene-2-alkyl 
sulfonamides as potent inhibitors of 5-1 i poxygenas 
e," Bioorganic &; Medicinal Chemistry 5(4) 779-786, 
1997K MV *}fctZ. t &~C% h . 

[0515] 5 - U S^^--tf|flWW<33 6 fcJMffl 
W?77li, Cuadro et al., "Synthesis and biologic 
al evaluation of 2, 6-di-tert-butyl phenol hydrazone 




[0 5 1 

2-4 JV 
-4)V ; 
4-7i 

; 4 

V-2- 
[0 5 1 
t7i> 



7 ] 5£(K "He t " i±KyY^trY~/V- 
; <y/ffy-^- 2-4 }V ; b° U y> - 2 
t°5^>-2--f/l- ; t°'J 5 ;k ; 

^./HfU Si>>-2-^/L- ; 4 , 6-y7i- 

; s^'y-2- 
, 6-y^f;l/tUSy>-2-^f;l/;4-7" 
5 ^"y- 2 - 4 )V ; 4 , 6 - V~f^)V\l U 5 ^ 
-Ol- ; S.W4-^^/P-6-7i-;Pt°U S^' 

8] it ( 5. 2. 8) ON- < 5-HJft) — f- 



(5.2.9) 

s as5-lipoxygenase inhibitors," Bioorganic &; Medic 
inal Chemistry 6 173-180, 1998^|ftBB$tL§ 2 , 6- 
y-tert -7^7x7-^1 K^V>^c0^9X 
T* £ . 'O^-f 7ffl^ftlK ( 5 . 2 . 10) 

[0516] 
[£14 1 ] 



(5.2.10) 

(5. 2. 10) CO 2, 6-y-tert-7"f;l/7i 

c^vf'^^ ( 1 • 0 . 0 ) ^)£^i:ffl^.^it 

[0519] 5 — Usffdf yyt-«f» S ^ £8!ffl 
^7X|±, Zeneca ZD-2 1 38i5W-?»^ 
Kyf h7tFnt5yfflW?Wi>S. ZD- 2 
138{K(5. 2. lDta^W. 
[0520] 
[£142] 
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N 

CH 3 

(5.2.11) 

[0521] ZD-213811 ^tfc^ffit^^T^P [0 522] 5 - U *°^ri-^— tfffiSMoS £>^Sffl 

TmfoXmtRW)X-fo <9fr-omxbXtm& : &< . V®&RV CD? SmithKl ineBeecha m<7)\t 

'\mmm u ^f-oigntsjj-t j; ^^tis^-tirffis ^mx-hi sB-210661 **js^s ? „ 

tlTV^„ ZD-2 1 3 8S^^»«CM-r-§»$^ SB-2 1 0 6 6 llia£ ( 5. 2. 1 2 ) X*£k%tl& . 

=5rSf#*E{i:. Crawley et al. ,J. Med. Chem. , 35 2600, [0 523] 

1992 ; SVCrawley et al. , J. Med. Chem. 36 295,19 [£143] 

93t;PfI^§trc^.g>. 



[05 24] 5 - U ?JWf y^t- tra*9l<5D 2 OO $ 
(Merck Frosst ^'^ML^ ) 



o. 



(5.2.12) 

^ft^ftjt ( 5 . 2 . 1 3 ) Rlf ( 5 . 2 . 1 
4 ) 3 9, 0 1 OML-74 6, 5 

3 OtCfcoTflfj^Sttl*. 

[0 5 2 5 ] 

[£144] 




L-739,010 



[0526] L-739, 0 1 0Sy'L-74 6, 5 3 
0 t~KI'f~&l¥Sffl{±. Dube et al., "Quinolines as pote 
nt 5-1 ipoxygenase inhibitors: synthesis and biolog 
ical profile of L-746,530," Bioorganic &; Medicinal 

Chemistry 8 1255-1260, 1998 ; RT/WO 95/03309 (Fri 
esen et al . ) fcRR^SftX^S . 

[0 5 2 7] it ( 5. 2. lDWZeneca ZD 
-2 1 38£#tf;>< Kyfb7t Faf5yl<7);7 
* ; 4fc«»J-K'ffc&*!T**5£ (5. 2. 12) OS 
b-2 1066 1 Rl/ZtitfSrth 9vx ■ itzliL- 

7 3 9, 0 1 0 tm-th f 'J i-'*— ;PHi& 2-yr/t7 
*UV-fc£*<?MR5!L SL<l±L-746, 5 3 0*« 



( 1 . 0 . 0 ) Olb^^ffl^^T. *%Hj£0||Jft 

[0 528] 5 - u sK^^y^— tfiWtteiniT. a>f 

ftEHtayfijii. 5 - y ^ s^-*— tfsatft:^ >wsl 
(FLAP)t*§ ( i offtMJilSISfW* «> or & o , 

5 - y ^ isyi— j emm<7)wmM%:&Mt i±m&& . 
5 - y i/y-t— if^tt-ft:^ y^jcoTy? 3- 

XhSrfflv^ -eoi-S&fcOh LTs£ ( 1 . 0. 0)0 



(119) 02-284766 (P2002- 5fit 



[0529] 5 - v^^y^-^mt^y^^mz 

U yjff^s&^^jKStLfc ; Ford-Hutchinson et al . , lb 
id. ; Rouzer et al. "MK-886, a potent and specific 
leukotriene biosynthesis inhibitor blocks and reve 
rses the membrane association of 5-1 ipoxygenase in 
ionophore-chal lenged leukocytes," J. Biol. Chem. 

11 



265 1436-42, 1990; and Gorenne et al., "[(R)-2-qui 
nolin-2-yl-methoxy)phenyl)-2-cyclopentyl acetic ac 
id] (BAY xl005) , a potent leukotriene synthesis in 
hibitor: effects on anti-IgE challenge in human ai 
rways," J. Pharmacol. Exp. Ther. 268 868-72, 1994 

[0 530] MK-5 9 1 7 'J tfy-f- h \J ^M. t Of 
{fix. 3$ ( 5 . 2 . 15) -e*$3f7.£o 
[0531] 
CftU5] 




O' Na* 



(5.2.15) 



[05 32] _fcjgg<7M y K— /t-StM-y U yeo^ ^.xcd 

59 1, MK-886, M'BAY xl005, Jfc 
{i±SicD? 5xcouTtt^±l£tclM01] LfclPWIctfH* 
•tfhj&»*5£ ( l . o. o ) (oft&tokmfr&toiix * * 

[0 5 3 3] 9. 2:n4 3b l JxyIf|>| l LT 
B. , LTC t , LTD., at/'LTE^^fo^gftT 

( 1 . 0 . 0 ) c7Mk&®W i SiiLt.£ . n4 3F'Ji 
yat'*l»LTB 4 , LTC t , LTD 4 , MLTE^ 

&SERJE**WM-« t v -> a jST** 3lfcn>f3bijxy 
MOd^StMS^i^ii, LTB 4 25.U f LTD 4 T'$> 

[0534] L-651, 3 9 2^04-/Ot- 
2, 7 -i?* y-3H-7xyf7yy-3-^y 

7im^^i,939,U5-^ (Guindon et al. ) Mf 




|5]JS4,845,083-^ (tau et al. ) IZWPR^tlX^h . L 
-6 5 1, 3 9 2J±:cU5. 2. 1 6 ) Tit^S . 

[0 5 3 5 ] 

[ftl46] 




L-651. 392 



(5.2.16) 



[0536] CGS-25019c T 5 i/JitS 

ifecO^^Xii. *ll#ff^5,451,70(>^- (Morrissey$.V 
Suh) ; |a|^5,488,160-^ (Morrissey) 1^^5,63 
9,768-t (Morrissey&t/Suh) izM^tlX 1^5 . LT 

(5. 2. 17) t > *§ilSCGS-250 1 9ctj: 
oTft^$tt^ 0 
[0537] 
[ftl47] 



H 3 C 



XT 1 * 1 



CGS-25018C 



(5.2.17) 



[0 5 3 8]ty?/7XMi, LTB,^J60§g 
7XOl!t"$)-5t. EP 535 521 ( Anderskewitz et a 



i. ) t3mztix&*)* ^ ( 5. 

[0539] 



2.18) T$k$tl 



(120) 02-284766 (P2 00 2-Cfi|fS 



[ftl48] 




[0 5 4 0] Rt^7°Of^\ LTB 4 ^ft 

fSF»?5XtMUfcD, ^n«W0 97/21670 
(Anderskewitz et al . ) RZ/W 98/11119 (Anderskewi 
tz et al. ) izmmZtlXte 0.^(5. 2 . 19) t 



m^tl&B I I L 

[0 54 1] 
[{tl4 9] 



(5.2.18) 

2 84/2 6 OizX-oXitm^tl 




H 3 C CH 3 



BIIL 284/260 



[0 5 4 2]f7^^Xh(l LTC 4 ,LTD 4 . 

L T E 4 ^^)S#f* T > ^ Xht&oT, 
Accolate (3MK) fc ^SrtTfflESJVC 
^8. Ztlii. *BH^S&4,859.692-^ (Bernstein et 
al. ) ; 319,097^ (Holohan&lffidwards) ; 

5,294,636^ ( EdwardsM/Sherwood ) ; [5jgj§5 , 482 , 963 



O-CH, 



(5.2.19) 

^ ; ^5,583,152^ (Bernstein et al. ) ; RtfimWZ 
5,612,367-^ (Tirako et al . ) ifZmPMZtiX^&MWm 

(5. 2. 20) *C3t3*L&. 
[0 54 3] 
Utl 50] 




[0 544] TWXHi, Ro 23-3544/ 
0 0 1 tm$tlZ> LTD 4 (0/;J6£?)^*ry^^X 
J-T£> 9 , 3t ( 5 . 2 . 2 1) T^Stl* . 



(5.2.20) 



[0 54 5] 
Utl 5 1 ] 



OH 




[0 5 4 6] ^yr-WXhit, LTDiCDftUbCT)^ 
foTV9^t— XhTh-oX. Singulair Oi$ 
A*) fc^P*«?'C*JK3#fCtJ'5. *H#fP^5, 565, 
473^-tKBHS*iTV>4. ^yfM^htM (5. 



(5.2.21) 



2.22) 
[0 54 7] 
t-fbl 52] 



(121) 02-284766 ( P 2 0 0 2 -fflfit 



tfNa 




[0 5 4 8] LTD,«tft(?)ffi(DfW*ry^i-X 
bbLXii. 75>/WXb, ^MXf (MK-6 
79) . RG-1 2525, Ro-24 591 3, -f 5 
/WXf (CGP 4 5 7 1 5 A) s RX/BAY x 
7 19 5##ff £>*1&„ 

[0549] L-651, 3 9 2 £^-t?±y^7x yy 
T'J> - 3 -7ty<7)7 7 XCDlkSm ;CGS-2501 

^^.yV^^-^T SV«?7X;BIIL 28 
4/2 6 O^i-oT-ft^SfL^^^V^^^v-f 5 
y$ ; -»f'7 ^Wk#Xh£#tf«*SiT$ 

#u^±iBtK^t/sSMI*<50V^-flfi3&>i^ (l.o. 

[0550] 9. 3 \ ^^tm-s^mm-htzshiz 

( i . o . o ) cD-ib&mco lmxkzmcoi&mfflmt 
izmmmt-mizmm lx , *&hji?>3 tsrsimsw 

iflrtH^SJBjftt*. BufESSSSMii. 5U 1 . 0 . 0 ) 
colt-Smn 1 aELhfcETRO i <7><7) 1 SELL a — 

tf : 

(a) PDE4|fflWSfiJ; 

( b ) 5 - 'Jjjf^r^yi— ^ ( 5 - LO ) Pi^fiJ ; ifc 
«i 5 - 'J Uyy- -tf^tt-ft^ y^7f (FLAP) 

ry^i-xf ; 

( c ) 5 - U sK^f S^yy- -tf ( 5 - L O ) orSB&Wftl 
M/Jfl/hMSttftEff ( P A F ) CDTy?3-X b ; 

(d) LTB 4 , LTC 4 , LTD,, M'LTE 4 ^)7y 
? f ^ -ttf a>f 3 b 'J xyry ^ a'-X 1 (LT 
RAs ) ; 

(e) -fef-U>>> % 07?yy, fXD7^y>, 7x 
#V7xt^, T^SV-ZK T-tf^-Xf-y, 

( f ) I«fttHj^*7y^^Xh ; 

(g) TnfcVl-^^-feFUV. 7i-I/7'jy, 7i- 

v y y . mm** y y y v u > , isity h^tFn y »j 



(5.2.22) 

a ! -sv a 2 - r k p-y u y§§*r^7 h jn/gw 
(h) 5-y^^yy— tf ( 5-lo) nmmbm. 

^h^ttz a i — %X/ a 2 — T K P y 'J yfWft7^-X 
h ; 

( i ) mt4 T=y h n tr^A ; Hfty* h a t«7A ; * 
myfnt^i, ; h^y-t'ty ; av'fpy^'fy 

( j ) ^^7of^7-/K ^V7nfW7-/k -fv 

7i/y;y. r/uyyu-zK -t^yy^-zK y/t^ 

fo-;l, iJvl^-fu— /K -r/t-yy u >\ *)Vi/y°\s 
! -j^/S 4 -r put 'J y§§ft73-x 

h ; 

(k)f^7^'j yRWT^yy ivy, 

( 1 ) 7nt/y;lfbiJ7A ; 
( m ) AX# 'J yf§ft (Ml. M2, RTfM 3 ) 77 
^rf-Xh ; 

( n ) C O X - 1 fflmffl (NSAIDs) ; n7i^ 

^y^-irtf c o x - 2 3WKW1W£|J ; Stf— UWfc»N 

SA I D s ; 

(o)^yx'jyftiIB^^7i (IGF-Dl 
{ESSE; 

(p) ~s9VV—Y ; 

(q)7y K— 71/ F— 7ny, 7/^y y h\ 

hiJ7Ax/ny7tp-F s x7ne^yi^?n^ 

yyy. yyy^.b\ 7/uf--#y'>'7 o nt.7ty— k a 

JtcRAy;U3 3;Ut3-< ; 
(r) hVy°?~m.m\; 

( s ) \bLshm&mm z f L (pad 7y^i-xf ; 

( t ) rtH14^HytttLTi§14<9& S^yyu-y 
(u) I PL 5 7 6; 

(v)X^^I/t7P. >fy7y^y77, MXD2E 
7 Sr^tfifiWSfJSBEia^ ( TN F « ) J ; 
(w) U7/Uy 5 F£#tfDMARD s ; 
(x) TCR^yyh" ; 

(y) 4>9-uj*>mssim (ice) mm-. 

(Z) IMPDHlSi; 



(122) 02-284766 (P2002 —fflffi 



M ; 

( b b ) %7"Ti/>W. ; 
( c c ) MAP^ff-lflSl ; 
( d d ) ?)Va— X- 6 - >J yift Koyt- tfPIS 
M; 

(ee) ^^y-B^aVBj-S^ry^n-X 
b ; 

( f f ) m^^mA^mt-mz^^tz^-u^mco 

( g g ) y?OX^'J >\ TfWJ >\ h h 

(hh) ^^\z^ymcotmm\; 

( i i ) rnry y— ji^co^y^-y^^r— e'ffl 
WW; 

( j j ) Tn^yR xivy -f ytf^W . 

( k k ) £tl£«&. if*(3. K>77XfyM't>^ >J 

(in mk*!v^yfim%Mm ; 

(mm) VMJ 7?X^?nrnfr-t' ( MM P ) , 

1 (MMP- 1 ) . r?5^i— -fef-2 (MMP-8 ) , 
3 7yt-*'-3 (MMP- 13), Xha^^-f 
-1 (MMP-3) , Xhn^7-fyy-2 (MMP — 
10). M"Alo/7^fyy-3 (MMP— 1 1 ) CO 

mmm ; 

(nn) h7VX7*- S^^iMMH-? (TGF/3 ) ; 
( o o ) jflL/J^E±J*tMMH^ ( P D G F ) ; 

( p p ) mmmmmmMwa? < b f g f ) 

( q q ) It! -v^nyr-y'n n--$ iJ$S^ ( G 

M-C SF ) ; 
( r r ) t)-r*TA isy ; 

(ss) NKP-608C; SB-233412 ( 
*?>-M ; M/D-44 1 8s&>J?>!Sr*p3&»fe^§*L 

ft, ^= J f^-yNK 1 MNK 3 5§*ry^3"-xh : 

(tt) UT-7 7MZD-089 2 j&»£>2: 

(uu) 7T7yyA2afffr7^-Xl„ 
[05 5 1] 10.0: EmfflgfeRt/MIj 
TIE^«4. ^ ( 1 . 0 . 0 ) cDfcismZ . MS. 

e>Jft*fc*t Li&m LX uft JttfrtfHJUL KSitliti 
M-Tfto 

[05 52] *?£BgoEii*M«±. *3SW<0JJEfc:it 



^yrfcHiK, mmtm^z^^xm^^coxo 

[0 5 5 3 ] i-«^^ftSfc*tJr^ y^tf^f 

ltB(±, ffl^ftffl^ltir»ffitt, ¥», ffcfi. £JR 
<^i-&*H2\ aiX^^ftECToMBr, #V(^jg§tt 

[0554] *mnn±MuzmwLtz'{kirfkte. it. x 

fL^^W^I^^It^^M^JF^SIT-f ijffl^-ft i t fc , 

*^BH<50iEHl*It*ft . a£ ( 1 . 0 . 0 ) OMt^^ 

tstm&tftte uius^<7)Ummxmm^i\, mz^ 

f lT u ft nut ffS36rtt*<OM 4. 3&H^ffio(iJK« fc Jt« t 
T. 2S^$ fut W^W#tt^falE*5&^t=#x. ft « 

^tc* d -c* ft . m&m&ftcDm?mi l z¥f%Msm%:i& 

^MLTtalB^M^wmA^cT^x^lP^^-xft 
[ 0 5 5 5 ] if 4 L^^P^gttftW^tt^fcftliriE* 

M7>»»B^fit Ltd «*Hr, Bfriew^Tj- 

* s »JK^jl-5Tffi5M$tLft^«^T'*>-5T, lulE* 

?xcr>mm*m$kt lx^-z. ft «t a 

^wt^ft. isa&ej£iiico»#-eKMiss-cft d , a 

ftemmmi* SMWi. fiJffl$nftft*W=5r^«7)^«i 

«fiwttt#^-* o s^t. s*#T-j>wf swrc* ft 

ft^cvm&mi&ft(Dm.wz&i>m j $i)Hz lxo % 
co-jf, mmmmRt/mmmm/^zmmmm, mie^t 

gffli^Ii*^, H>rlE^M^ogPjSK^« t^ff* 

mEg<mmwm. mmfbrncommzx •? xmz ftns 
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%w&miz^-& ztiz. mnmmcommzm tx 

[05 56] ifB^P^Lfc^Wti^^rSg^cT)* 
■C*F4 U^tOi: LTIi. WBSS. ^S^— K ^xy 

[05 57] ^BJ^-fbS*^ i 9 iSraKWfcHF 

[0558] *%Bj^Emfflij!tft{i. ^%>mo)±mzm 

[05 59] =tflH«W(CtiV^-Cfiffl-*-* "^r^U^" t 
t't^;k ^JKtlSWL Stflft 

SI#tM^fficD^Jf^i #t£ . i CO <fc a 3t*a* 'J -V 

zmm-t&tziibiz. ^9tmcDmmmsmmzm^xmmx 

IK^; T/bST" ; XxT'J yiT^S-W ; US^f- 
> ; JflL^f 9 yA7f(7)Mili*t hJfiLMr/t-y 5 y ; y >- 
m& ; ; Y/P£>gg ; V)V\ZVWA y *7A ; IS 

?s ; * ; sen* fzimmMcomnmrnyay s >\ y 

MJW, 'J vK*S# 'J -7A S ffi-ftt- h 
S^>7A ; ^ijt'-^fn'J H>- ; *L)Vx2—MzX?3<lk 
'Jxfl/y/ij3-;l/; #VT7Vy—hM ; 

izm%.%ti&i>cDx*iz^\ 

[05 60] i DSBUfcli, #S6BB<aB8BHJ*»CtJ^ 



[0 56 1 ] FJrScDi/Sti^^^tiJtpHSr^i.^ 
i4. MitrB®, 'Jy^l, SX^nt^vlg 

tefflTS S if 4 LZcon&tfX Offiv*. 77Mr y tt 

tf^SH-by^A. Kig^hy^A. sr/- 

U ttftdWc?3Wittf i/x^ y-;PT 5 y&t/ 107? 
[0 562] ISHffi^iRi^*^ 0 OjE7JTT'XTny";P 

WSr7/U*a ^ □ oHt-fk**<o«i. tf ^ n n 
^^y, y?nnfb77/Wni?y- at/h U 
?nn*y7;l/^?y ; mm ; 1 7t{±#l6ttM^bJ< 
iRto^Jxify^^. y-a^y, A V7?ymL<lZc\ti 

[0 563] ^Mttvmiz^ri^^&.mnm.mtz. 
ttzitmm. nmmLKimmitzk&mmztttx&m 
£m&^& i a ttm&<vitmm%L< am o*fc*is 

■7A, mfvfv^ymmcoi^mmfhtth. mm 

[0 564] fitte^ftf^Mii:, ^fWfc^r&TinStt^ 

14Ui. MiaW^H^ifWtfiHMWk LT«4. Witf. 
p-t Fn^^^t^^coT/^^xxT-zU, 7°nf^- 
yitii. 7i7^yx?y-/k ^^-;M^^>-a->-'J 
-7A. 7nt>A- 7 ^yfb'J7A, fhKnllftth 

'j>7A s m^y- j ffp^— i y^. tmt^y-eh— >>a s 

syEil ( EDTA ) H-bb y V&ifiWfktlh. « 

»4L<{4^ffleg!t%w#ijo. oi-82. oa 
[0 5 6 5 ] *SJBHri^a*fc:*it^**>4felittffl 
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udfyyxy— /k y'f-/Ub kn^ yb;t/xy, &ffiy 
y!L ^^MffieSK^y^A. S^ltTub/I^y-k 
)VRXf Ffy^, y y fi»t!H- h U ^ A » HIH^l 

[05 66] m.mm<^fmco^m^LLtz^ wswrn 
mmmmmmio ^mmmm lx v ^ t cwf*> si 

[05 67] EIK»^ ^>-?Sffi^*tS-r^ffij(th 
ZtHziiMx.tf^ >J x^' klS^y- h y 

[0568] ^BJ«7)g^|I^^^H)T3Bffi-r^^5g-r- 

y-/K ^ry/t-yyvkyy-zK 7i7-;k tSiSf- 

k 5-«M y 'J y. 9 5 y&.t>*^*^y ; ffeff ;ffiy)^jg?y> 

^s^oy^y^f koMxJSV^y— ;k yv^-jav^ 

/K I'jxnV'f yy-jMiig-f[y<.yy"-f I'J^n? 
yy. &t*y y y^NM yy ; ffcgflfigk MgP&ik 

f) y v : rmm/X'A,m^mcofzibcMMmmcom * if 

y'y -fe^- 7/Pby . TV'—)VM<7ML\1 5 rjy-y— /K 
iatV-/k A h73fV-;K y/Uay-V— /K R 

tz-y h ay-yWK Mt^r y ;kr 5 yM^M^tf y-y 
ymffivy a •}•? 4 y ; ^Jt^^l^ff. 
aVTKSlco^cD^ftcDJn:^ A frxMcomz. Jf T 

y?nh'/K 7rAy?nt"/K St/^y yy ub'Vb ; 

Kbxy $yggy)f?iUi£y':7xyb F55>\ f^7x 
fy'y, rxfSV"-yk D5^yX bf-yy'y. T 

m£mm~t& fz^mmmmmcomm <yy y? a y, 
y vx-i y, y*y#-r y, Rtfi&myy^^y ■, mm 
m/ms.imm-thtz^mfmmm<nmui^r y ^jv 
K?yy-;y v-a^y^. yyi — /y swyvpyy- 

<7)fi»#;(?)CTi.(f krjyxn-/y iiF37in- 
;y yy-y-f yl£K.yv^y-/y 

[05 69] ^^mmzmm-htzibeywmt lx# 

[05 70] ftJtSStfbPM. . ^t^WTfcfrSBfc 



tP7 -y y xa. k y y y -t y Fxxf/k r^MY^ 
yyy-ty h\ c 10 -c 20 BiroM^yf-;^^^ffi«7) 

x,x-r/K C 10 — C 20 JltflS^ C 10 -C 20 BiS^r/P3 

—/p. yyyysvi^s*. ^jasr/vn— ;nxf/w 
^Ji-Ji'^yx^p-yy y n-;k < 2 0 0—6 0 0 ) cox. 
^f/k *° y ?j-df yxfi/ yy/i- b'y yBlteitxxf- 
7 7?xxxf/k yyHi^, aiXXr-a— ;k ; ?J< 

+)««mx v/i^ 3 y * sjs^-s tz^zmm-th f 
M ; K^iJ^Mxtfy^n^ryi.s.vvifyx-Mxyy 

y y b y b r/kc? yn wmmmcomm 

^Fn5^A. *fJxfl/y/U3-;k 57'Jy, R 

v^ndf tfv- ; vyf-/M yy;k 

bk\ i/xf;i/-^y 3-/p-tyxf^x- f/K 1 
- Ffy/t/7fy'^aA.77y-2-^y > RXf'Jy^t 
!VX)V^ yF(DMSO) ; m^fflCOMiL tt'Mik^y 
-f/l^rJX^A. Jg^yb'kx^A. p-hFnJfy$ 

A#^r;pdr;px^-r;i^. tfyF-^yii*, mt 

Mtsm^muf ^&#is^ y ^ a . Rw^y 
~>v\^9 yj^t^x v y y^^-^-tfAJS-f ^-yj^'j ; 

y>;pr;P3-;p. h-y^crayM. ^glfft. iixf 
/K yybyy. Myby/yawk ^fyrnbvk 

-/K t£-ft,y^wy. iT/i. s^^M. 'jyl, 4-°yx 
tky/y r?-;k. ^u^krntkyi 5XT-ry 

/Px — -7^;t- „ Tnbl^yyy =r-/K T , ntky/'J3 
-^y7*r-F, Rl/mWk*; ^jeItWJ^ 

M^(ft£-ft,yby-7A ; 5'7PX4, -r^^a-Kf 1- 

y/i^-co-b Fn^y-^y (^y-i, 2-xyy 
i^yyb) . i«i^'Jxf i/yyjn-^y Ffy/l/ 

[0 57 1 ] 7k^K«syxv;py 3 y^*?feBj^Ea5ffi 

^^tc?L^J (IWbfk RiKtmVxv^y 3 yfe^JSr 

#tf) ~<o£omumtLx\i., mui 

-c 20 l§is^r;k3-;k, S.V2-2 o^«xfi,y 
^ y F 4 ii7° a b 1^ y ^ y k t m& t ^iuiEi§as 
KT/i^-/K 2-2 0^;^x^L-y^-df y kh*^- 
Lfc (c 6 — c 12 ) 7M;l7x/~/l/, xfky/y 
3-;l/OT7-My-c 10 - c 20 IiISB§xx^. c 
10 -c 20 JM&ffi*yyyby f % yxf-yyyyrj- 
;k, MW 2 0 0 — 6 0 0 0 <Dtf 'J xfky/ y 3-;k. 
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MW2 0 0~3 0 0 0<DtfV 7n \ZVy? V 3— /K M 

t/t#(cv/ktn — /k vj\s\z?>^ ^y^y^y 
yy/ktn — /k ^)^y^yyv)Vd^y, §1* 

/K ^/-Mj/^'U-fe'JF, ^y-fey/i^tyxT-Tk- 

— K ; fyxfi/y/'j3-;^yxfrw-b, xf 
l/y/'jn -/i^t/^ y yxf u y ^ y a — ;keoil 
^y-0yxfr'J yixxf^, rnti/y/y 

c i o ~ c 2 o Hi ^ k y ? a . # y •? a at* k y x ? 
/-^7Syt7^y; (c 10 ~ c 30 ) t;WI17 

JS. (C 10 ~C 30 ) T/l^PX/U*-?-- k . MtftC (C 
io^c 50 ) W/l'XNJfyx-f/WMt-N^ 
fficO»H^:?U^[Jt LT(x. tA4 Uftfttftjc* 
-fttA* Lift ; V^-f-y ; Mt>lc:2-ro^.>'®£7)^ , y v 

- r ? y ;mc9# y ^~<rmm^ a mmf/z. fc« 

CTC\ L , Srffrfc carbomer 9 

10. 934. 934P. 940. 941. 134 

r>A. ^E/t^rhy— ^Aat/try ^— ^A-ft-^-^t- 
i^cititc-i-ttiSo Nate vSttrsyasr 

* =j-iVT 5 y** yFSt/3 3-f/M5 <?V V V i> ffiffl 

r^3^st;xfr y k y ->a ; ii^tx^ 
i-g yfeM^M^fx'^-^-f ym, xfryyf, &t>*x 
r7'J /kT/k 3 — /k^if £> . 
[05 72] fflffifflk LTJx. Mi«7^n*77AS 
Xftf uxf i/y/y a — ;i^e 7 ^ fvkx— -f/kj^ff 4> 

[0573] T&tfflnmms^&mmmm-tt&c 

y /k f H . i^xf-zk - ^ x^-/kx- f" 
l - V"fy>VT^f>"?nf<7°?y-2-^y, Rtf 

i^^A-X/l^^k (DM SO) ifiZtll,Z-$;>&jxh„ 
i 0> i 3 fc*ij£«rti— Jftfc: . x. hn5 

^ A. ^'jxfl/y/ij3-/K 7/'Jy, JltfcKn* 

T?— ( sK 'J s^x-f - v y t # y s^r n t k- y t 

^y^a^y-?-) iix^x^HvStWJS 

[0574] *%BBoEiliffi)^!Hi&JilS|(7)fJStt!t%t J:* 

tfcfc, Mi-iiM^yifVUrJ-^A. ig^y-fe'h-^ 
A. p-fck'n^^,ft#ia^7/k^/kxxiVk. 



7I7-/1/, 7xy^yx^y- /K ;>t?7k 

»txK y ^ -t h -t> a ^ n y k^<7)^ y . 

t> y ^A. */W7;Pft FX;P^df isfpm-i- 

A. Tnh^ySfbiJ^A, aVf-^atf-^#4 

[057 5] *%BB<0EISBffi^!fijO3cStt&3Jt^-ri.5t 

t * caM^^iit & «. ^cd®k^- y ^ 
y 3-A^s**^rr* fcos-itama -s^n 

^a-r'^xbyy. r-y^nf^b'jy, s-i^ 
b y ymmA ^yity^uf^x h y 

[0 576] *^B3cr)Emffl)t^^M3t^^l^tttfflt- 
^■S^fctTtS, MxJfT-teby. r^r?-;i^. 7S 

S^iSx^/b. /ytyy, ^yvy-rv ^t-tv, 

x^)VT)vn->v. mt^^-vy, mm, mm-M. y 

1 5Xf7y/kx-f/K 7ntvy/ij3-/k 7n 

[0 577] teffl-$-£tf)t3aL!t£®ffl4: ttix. ^Jx. 
{±'^;k>"7A-ir->y^L-— VlBdf^—lV-ffmf '£>ti& „ 
[0 578] PJfMc7)WJKS.y ; Mv4ttt^f#^^^(3. 

ix. rixCIJMiif-fef/i'XXf/t/y-^T., 5Uxf 

[0579] ^miammtmizmxtemmexm*: 

^h-x. l^-x. y^-x. ^yh-x, T^tV 
-X. Tn-X. r?a-X. T/Pkn-X. 7yy- 
X. tfy? k-X. ?L«I. ygi, xy kn-X. ^y 
*/kT/lrt k\ ^ytlxiyx^OffSw*!^^. 
[0 580] *f6^*JjE^ISBIiJS!Hlfc:3cJEtt*^ 

mzmt L^mttm^s-z-htzwz, zmm'&M* 
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-bHn^v'-iKU 1, 2-xyyy'-f 

. ifciixKUx^-yyj/y^— ;yty F^y/Px- 

ft 9 ffi/fl^PC* & * • U xf- y y y" »J 3 -/yt /Ffy 

zix— f/MKtf>iI-£% ; ^yx^-y-^rsy ; y y^f 
yy-;P4, 9SVio, t^WJxft/y/'ja 
— /yty ( P -y-^7i-;l')x-f/l/; JJ^l^J 
— ;H 5. t^sb^a - (p-/-;l-7x-/H -co — 
b Kn^f y<yy— f;# yx^-yy ) ; yydfy 
y— ;k3 0, -f-^r^-fea- ( p -y-it/7i-;l/) -co 
-b Fn^yFUrnyy (^yxfi/y) ; *°n^ 
y » -ttch-htf V xfl/ y-4? U To by yy U a 
-^McO^^-ytt^UV— . MW=ft3 0 0 0 ; ;Kt7 

-w-b Fn^y^-yyf^yx-F : ^y^y/n 

0:*W AOC~r/K ^^*>. jJf'J (jfdri-— 1, 2 
-x^yy>f;l/) a- [ (Z) 

ffl -hKD^y-;^yy/K-f20. t^ij, V 

/Pby y^&y Hf^yx-h^y (^y-i, 2-x 
9V~JA)V) ; ^yy;K- F4 o. ~?&irh* V/V-b* 

^y^y^tf^yx- hdtii (j+^y-i, 2-x 
yyyM/M ;^yy^-f6o. t^*>, y/vt* 
yy^y^-^y-f^yx-h^y 2-x 
yyy-f/v) ; *° u y;i^— t^hib. y /kb" 
yyh 'j*;^f*yx-h^y (^y-i, 2-x 
yyy'-f/H ; jKi; y/K— F8 o. y/Hf 
yy^y-9-^y-fbyx-b^u (j^y-i, 2 

-X?yy>f^) ;^'jy;K-h8 5, -r y 

;^byyh'j-9-^-yy-f byx— b^KU (^y- 
l. 2-xyyy^) ; jWMim't'hVVJ* ; V 
/bby y^yy^y-f- ; y^byy^y^-yx-h ; 
y;uby y^yvw-s-f— f ; y/i-t^ytyxfTi/ 
— F ; y/Fbyy-by^yx— f ; y^tyy^y^ 
l/X-b ; Mt/ty^b'^yM/Xf-ry— bo 
[0581] ^HJi^Elgffli&ftjii. 
SJtlSilT U£ r < ffi^^yj^^^ffl LTS83iT'# & . 
*^<7)E^fflfi£!ii* i *M^7j<^Sat/y'4^iiffiw^ 

KflWr WTCSi > fcMBfcr*- § . ; <0H# f ±± i: LTffi 

mm ^/kawwcira & t » * 



[0 582] ^Bj^g^ffi^^x-^/py 3 y<off#I 

jRWSr^atteffcoT— aafoMB£*"$\ ft 6 

0~ft9 5°C. #T4L<i±ft7 0— ft8 5T:o«MSl%7) 
ilfttclhBR-r*. ffiffliSJ^iSJRii. *+J*afflx^ 

2 aHconciNcjB tTft 5 -ft 6 0 iwa, #4 1 < 
(±fti o-^3om m&*wfth. mK>co 

!fe£ft 2 0 -ft 5 5 °C 4 TSt^S *\ 4 fclAAAW 
[0 583] *56BB^ *g^fflEt!c^(i;, te*y) 

a«TTii*KWofifii if «iifwffiwwsr*tt4 turn 
mwim 4 iz\imm&vi)[sm£M*wm tx.m 

\m\ , x. if 1 , 3 - y 9 y y ^ -/i^f»<ojB0HT» x 
%> x \>\ m^&zt &fFS^ri&Srtrb y ^arjfjs 
jd^ifttt. u yyy«av^§iA^fS^4tL 

(iyyy-bu f v^^sm^^v^wsi 

ttMitfflv^ .1 t^T'^ & . IB]»M«0!itf 3!-U>f yiS 

TfffiTJi 0 . ^Wtit^nrt^y^fi^Mi-Jf ^ u 
-y*?g|4*:J±tA4 Lift. Wfcri*iia^U^ yxf;P 
^mx-fo I. ^MttMM 4 /^iJSiS 

h. hc I x4^ii^^fe^^or;U3-;l^^^T- 

[0584] *mi<r>smmmn. nmmmztiz 
mmx-maik^-x^ h . .rtu^/yrb/y 

®i^WJ4 fcfi:»J^"#4tt^^\ ift^fcRjeSfiS: 
LTti¥LM4^«rJ-yy y-^^'#4^-g. . if ?XS'J^ 

Mx.ii'xxT'JyKvy^y^At-^tjiii.s. y?r 

b/HE5®T-^P^^*i^*ffl^#|RM^ LTfi. 
?L«SVW*3->-x y-^^(f 0 SPffli; L 

SU, *#^J47t{i*feM^Sni.T±vy flfitc, *fKB<o 
EISai^SriffllK^-ffl^'J^Jf^TWLT t, J: v^. 
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X'h *) , feix. m.m^xm.mLxm^mm-t^mm 
[0585] *wMcomgm&mi. ^msM^ 

[0586] T^mim^commmmiz. ±.mzmmt 

»st $ -s. . »Bf JStHss> **r-f-i> mm * . 
[0587] mmmmcD%r&. i ma±^ + >j -v-*^ 

ft i±?§*? $ -tfft WSHfcfr * *ttatWflr n-y 3 y|]ift 

ijy/K-h, -tf/i/xxf/t/7 7?x, -tfru/i/T 
-)vm/7wmfhKht>K ^K^zm^KhhcDx- 

[0588] #&^iSEHrtoEIKffljfcfSj4: * 
f««t»f-& «t d c . P D E 4 StteaMBftffl (c i. 

~?xi*-frzti&fritztezcr>mffiftmtzPF o m&. nm 

Rmmmmt ftli^E&fc^&s i&iSLhW^MW 
*3W!0Xfc£»£ ^tr^a&JSiW 1 . £A«t3g t ft#l 

^ts : ( 1 ) i&MW. ®ffe. AT. JftSFrt. it 
JBl*b < iiWTtfzliBMfo'^coimtfzimA. ^cr> 
KUff&JftjfciHi, ( a ) ?«m^§«h LT-ir4 
; ( b ) y^5Rt86B'f'4fcl4jatx'7;l/ 

ts ; 4ft« ( c ) mmmmzanj ^^l<hw& 
x-mtLxmitJziz&A. %cDt§ar, m«Mf&mz 
fci4iM«jscaj-t* ; (3) mizmmm.mi>>i: . mtmm 



^a>\ !KA4ftJ±P£A, *ettfr& s fflSSr»j«$Hi. 
( a ) Hffffi*»j£#*3Mfcffl. f#Ot£a£t£/4ft{i 
W«»ffi^*lfflfHIBi»fflJ^'f'fc:*4fL« ; (b) » 
lzWL\Zl£hfcib<rffl.W&fflto&lz&2.ti& ; 4ftti 

( c ) m®%Mfcm£tzimmmzmMs?zfocomK 

[0 589] ilBtlMBJL^E^fflfiSc^cDM^^sro 
WiTIEO^<7)^4fLS : ( 1 ) SfflT«H*T»«. 

5c. mmjfjyvm&frMk txvmi ■, ( 2 ) tie 
frbtt&mipbWRiiti&fflmntm ( a > 

M<?>BPiBW» j&T-fe/K o-ff>>>\ ba 

S.V^ST ; ( b ) fftKS^ijBS^H-CfOftffl 

ftjBaweatx^T'-bA' ; ( c > xss2 4vm&-c9mz 

mi. ^r-tr/P. m/mkl- ; ( d > gggft ; ( e ) * 
T-fe;^A»J ; ( f ) PKffl^^^ffl ; ( s ) 

•ill ; MUZ ( h ) iHW % SBiWfiJ. x-?;p^ 3 

[0590] *%BHcDiEHrt^lSii*Mfe^ Lt(x. * 
Wi«»(c»^-* i 3 (c. P D E 4 ffitt^)il«ffNfflfc J: 
o T# ^0 $ ft -S. 4 ft: {± >! ^Hffi-f^ffl t^ff a . Pt9 
Mftl^fi ft{±^|5etc^5r. ^±*^*« 

imfrtz nxm. LtzmmxmkZKz, i><n&is&tL 

mmmmmm. m&mf&ttnTaztzx&mm 
i / zmLtzffimm*izm&mf&ft*'£ts ■. (.dwm 
rt. m%m. (KH-rt, Art. s^. s 

rt, ©#rt, ffirt. J^rtrt. JPJfirt. #Srt. BSrt (t- 
**>*.IKPHft^-) . -tMrt, 't«l*j, MJSrt. H 
#I*J. JtMSrt. J£ffi#rt. 4ft(i<iHT^?±l!f4 
ft(±iiA ; tfflE^^^^HttiEMBtMi^SMifetti. 

m9tt%)f&fri3.. ( a ) immzmmt Lx^ttt 

%> ; ( b ) xv;P^3 >'<50Tilisffl4 1 4ft:(S3txv;W>- 
a >- ( mm L < (4aAS5*i4 t mm-h ) OTalMffl 
tt»(c*4*i. mrfEx^v-3 y(4ii-aj=Sr?L^lf(I^#tf ; 
4ftii ( c ) «WDEffltf»fc:3o>f KKSL<«iMi«« 
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#&± t Lxmmismz w l . ^ y s-^ 

tt£J2£^^L&i^££^l;:^ftj£fr&-£-fr ; j& 
v^i. futEElKffl)«i. TfttEIS«ffl^TiE^=fcfti*3i 

iizmLtewmm*iizimifm&»tirt* ■ o) mm 

B*«Eii»»fiMi+fc:*4*L, 13iBBJ&ffeijftr3fc:J: 

av/4fct4w»sttti*rs ; ( b ) fp^^tf^mgufi^ 

^v4^&*ftft*Miiaa!rt»fc:-ft-4*i* ; ( c > « 

FJT^ft^nmfr^^K^)&^4H^4tu ^Oi§ 

t mated; 
m zmmmiL^&mmiti . mmmRx/y 4 tzi±mmm 
mmmim. *mxmatmi . mmxpmmm 
*<7mw&wf&mfc#<mmymmmb lx, ttz 
{iff 4 l<«, ^T-pHiHifi^^iEa^ae^S4'« 

fSSfJi; LT (JM^>-^T/^-^A^f*#ffl{4ilr 
14, ^EaS^ftfc^o^AtS^W^telteLT 
[05 9 1 ] ^BJOESffl^ii, ^T^lT-, K 

[05 92] mzmRLfzX o *HIB<^C ( 1 . 
0.0) wW^^^jS-BJ^r^ff^oE^fflj^iJt t 

£>ft. £*tfc*tU SAJ4. EII&Hl^£HflMBtttctt 
* izmx-th i> C0X'$) ft . St * 

IRrt, Art. Si£& (&T£-lrO) , ifeii, nam. # 



^ >f y'X'h ft tiK 5 3pSSE*cJi# 5r*»tt 

i>&£ Lummx-fch* m-stzj: rMmmmm^mmx 

[0 593] BfrfciBS ft 5 fc, ^-S^S 

^/J<^ttSr^r-f-ft^ ( i . o . o ) <rm^<n\^k<n 

^xftW:ttzi>^xfoh, z\ti^2mm±. m^mzw 
m^mmum^mm-th z bxfi^mizmn^ti 
ft. ^fa«4j-3&9N<»ttarc»4«^, ifi* 1 

^ilMfflt'fcft «t a ^X7/ky 3 y fc LTS#-T-§ ft . 
4^. *^B£^¥^K?§tt-C* ft *J:TSJtltt?» 

§ft„ *3&J&fr{4. *1>)«lx?;li/3yi:iifimi. 
^O^ilMffl4^{4rtai5ffit LTffiffl-Tft^^'ftt- 

bLxt>Mmx%z>ajmm s $>&, zcom^, im&fr 

ttAHZHim&Xfc K) , mM=5r*^t LTS#"CS ft «T 

mwjzmt 4 JtiiSET, s ^ft b mm l , l 
Tf#ft * fc ft «t o fcffl^^os&mwt^rs&^s- 
*'[^M*^iJ«c§-ti:ft ; b tfx-% ft fc wjntim 

-Tfto 3tx-?/l-^3y(4. ^*S#itfc^TMI*n<7)m^ 
WtfF^t^jBW=5rfWCTJ^«fflLTMigSixft . * 

»j«4^)*»ttfciRff 3&*» ft , aewtw^war 

h'4^4 ^i4«S«^®-M^«^ LX it&^X'Z ft . 

4^(4$iJffll^ffi*fl^ fc LrWW-fW-* Zki>"C*&. 
[0 594] ^m^lt, ffi.focomitJzte&Xlzl:-? 
xmiZtihZbtfM&^^K 3flM£f&Wbh LX 

mm-^m^mxh ht\ ttz n^m^mmm^ < 
smmms Hyxfi--y 3 y, mxttz imx-t ft 

y«, H#cm^ffl)S!f%^}fi^=Sr##:fflli4^ii*)g^ 

^aea-r ft cttttoTfciv^ «s s ^S'j(4 , 

< . b >J >y ^ x tf fcHftcfirSfttftih^S^ **iMft L 

L<{4*Stt^-fe^ffil§tiTV^ft 0 ?b'J .y^x(4 
4MB L T #•* t J: -5 T as^KBUR § ixft O^'S 4 L W 
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[05 9 5] b^~> ffllSii. ^mfoft*^ 

[05 96] £#&J?-{4, »5f5, 

[05 97] £#ft^fcft<^<75^afcli-. H 
#£^*fcl4H#JB«fcOV vfft^ffl t 4 v*. ft 

^sja*ncoMaat/#^4 ^Tiewft:s*u: 5 1 . 4 

t>*/4 feJiSEttttJ-r* 4 5 teWCS So £ 604 5 

s i^-r £ fc t ^^w-r s . £ l , 



[ 0 5 9 8 ] ( 1 . 0. 0) «0*Sfrj^4J-**tfEaSH 

imizmt h iMzcomwiz *> t4 . seoKffijftfii^n 
. atx *fifflUJt. ;«i3(;fflu 

fray&^mmTS-z. zzt &w&t h z. t zmm lx v ^ 

(1.0. 0)OffrS-!f5L i«±WnF77/, M 

t < mm^xfo h „mr>x. xminsmtz 
{4, atca^Lftij, s ( i . o . o ) <oit-&fo&B. 

0.5^(1. 0. 0 ) COit^m^CD^oKcT^V^ 
[0 599] PDE4«HWfffflte4:-oT#^-S*i*3ei» 

4 ?zizz\ nmwftmizFF o mm. mmRtmm<^mt 
mz^ffiiz^m^ ( i . o . o ) cofcetfncommRV 

ftWMi, ffiW^J^ttW, «^<7)*fS. 
45. 

[0600] Wi.tr, Ir'M^PM ( ffll^Jf iSPJ*^(4 
t)7*zfi,) r***^-, 55 ( 1 - 0 . 0 ) c^L^JCDjI 
WSrfflMU^Wi. ^fi£^0. lxig-»5 0. 0m 
g/kg#:a/B, ^4t<(4*«j5. O/xg-^5. Orag/ 
kg#:fi/B. 4 0^4 L<{±*til 0. 0jug~ftl. 0m 
g/kgfrS/B, l^L<li»2 0. 0/xg~*«j0. 
5 rag/kg#:S/ 0 h ^ ^ 5 . 

[060 1 ] fmifi* Mtim3fcW.X$sttzte*77J 

^ 3S ( 1 . 0 . 0 ) ^•fb-^^3afl]^fflMk'<.;W4, 
^mfUfttf) 0.001 ug-ft) 10.0 mg/kg#:m/ 
H, if* L<(4iK0. 5xtg-*iJ0. 5mg/kg|^M/ 
B. 4 0*T4L<{i:^l . Ous-mo. lmg/kg#;M 
/B. M.i>iT£L<l,m2. Oug~~mo. 05mg/kg 

[0602] ±3ZlzmWLtz£ o tLTttffl-CS S^P 
1 H*<^«EBB*iWW-*fcftfc» f»»Wttl OkgS. 
VlOOkgifflV^t, 55 (1. 0. 0 ) ^-ft^ftc^jB 
W=3rfflML^/M4. ( 1 . 0 . 0 ) CD-ik-SmZ-tt*^ 
%}$tftffil. 0-10. O^g/BSV'5 0 0. 0 — 5 
000. Omg/B. *T4L<{4$^5 0. 0—5 0 0. 0 
jUg/B&l/^O. 0-50 0. 0mg/B. 4 0*f4t 
<«4*^1 0 0. 0—1 00 0. Oxfg/BSV'lO. 0 
-100. 0mg/B. Sfc4?4L<{4*«72 0 0. 0-2 
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000. Ous/BRXfffiS. 0-5 0. Omg/Bt^ 
h -3 . £ a LJtfflMwffiHJi, ffiB<Ojft#fcro& IBS 

[0603] 1 B yjfc D <9a-5«Rtf 1 0 tfD 

S Off v\ 4Ma^-l*S3BJ«4htt5 o . o ug-m l o . 

Omg^-^-tf. 
[0 6 04] 

immn 1 1 . o = am 

J2TFJ4* 5ft ( 1 . 0 . 0 ) ^SflsW^-^tooWetcti 
WX'$>&„ 5e ( 1 ■ 0 . 0 ) <^ttW3rfli£«w> 

mcomimiimzmmx^ x o . 

[06 0 5] TfE^fMHli* *5MH*KW4feft«fc 

COT* -So 

'H NMR (CD 3 OD): 6 8.28 (dd. J = B&Xf 2 Hz, 
(s. J =2Hz, 1H). 6.53 (dd, J = &RVf2Hz. 1H). 

[0610] jaTfXt^Hj* . fcttfrTS 7 x y-yl^fg 

•3t<6. 0. 2 ) C02- ( 3-y7/-7x^y) 

O^OH 



[0606] OT<3»3fi0!fc:*sv^li. SBtLfc-ffc^ft 

WM^t7^'J^3y^ GCMS, AM 
PI, AP C I i/itif -tx/l^ffiCJ: otiKL 

itHX^^ b/V^-mz i. oTfr-ofc. ikXCO 1 H N 
MB.X^7 YlVi^ 4 0 OMHz^afSU^t^o 

msmi 

iC ( 6 . o . i ) <7)2 - f^yy [i,3] 5**<sf v— 

[0607] 
C-ffcl 53] 




(6.0.1) 

[0 6 08] 2-?nn--afylxf;HXf^ 
( 1 Og) fc . <VV* [1,3] : J**V-fV- 5 
—)V (-tr+f-^E— /K 8 . 2g) t „ ^-fei/^A ( 2 1 
g) fc fc*&*5**#1fy (4 OraL) ^TiM^U f#£>il 

iSik&#&#SKfc; , J'f-^i>» (12. 9g) 

(8 oraL) tfttifflws-tL ac^. aBtLT^«a&ftfc: 

SIU *S'f'-C«BL'C^^y*|ii^Lfc. pH=3 
BfBtx-f-;U ( 7 X 1 0 OmL) fcfflWCjftifj tTffl^fiictl 

^SH-ffc^ (10. 8g) £-£;bfc. 
[0609] 
[fcl 54] 

2H), 7,13 (m. 1H). 6.79 <d. J = 8Hz. 1H), 6.62 
5.95 (s. 2H). 

[0611] 
Utl 5 5] 




(6.02) 



MS m/z 239 (M-H)* 

[0612] -5*1(6. 0. 3)02- (4-7/WD [0613] 
-7i7^y) -~rJ^>-it : [^156] 
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OH 



MSmfr232 (M-Hf 



(6.0,3) 



[0 6 14] mmM2 

xt(6. 0. 4 ) CO (4-7n^-7x-/W 

[0 6 15] 
[ftl 5 7] 



tXt. 



0' CH 3 



(6.0.4) 



g) *9J—fo (200mL) tfifcSWPS-frfc. i§giL 
K ( lmL) SrMi.. Rjea^2r?fij§_hT'JlI»tLT 1 . 

L*>. iSMMZ. yxf/kx-f/l/ (4 0 0ml) £ffll^ 
T#^RL, /7^fy (5X4mL) £fflWtijfe^LJt. 38 

L, Jt^TiBSiLTfafeLT. WB-fb^) (62g) 

[0617] 
[ftl58] 



[0 6 16] (4-ynt-7x-/H -11(6 0 

'H NMR (CDjOD): 6 7.42 (d, J = 9Hz. 2H), 7.16 (d. J = 9Hz. 2H>. 3.64 (s, 3H), 3.59 (3. 2H). 



[0 6 18] TLC (flxf^ : ^-q-y= 1:4) 
R f = 0. 33, 

[0 6 19] &T<?>1k&foi * ttlB*& Or 



■5$(6. 0. 5 ) O ( 3-:?/M-u-4-t Fndf: 
-7z-;P) -il^f;ixxf;i: 

[0620] 
[Ibl 59] 



H °iiLA 0 xH3 



1 H NMR (CDCI3) S 6.95 (1H, d. J - 12 Hz), 6.84-6.80 (m, 2H), 3.67 (s ( 3H), 3.51 (s, 2H), 



(6.0.5) 



GCMS mfo 164 (Mf 

[06 2 1 ] -j£(6. 0. 6)C04-tFn^y-7 

HO 



[0622] 
Utl 60] 

"CH, 



(6.0.6) 

1 H NMR (CDCI,) S 7.08, (d, J = 9Hz. 2M). 6.72 (d, J = 9Hz. 2H), 4.15 (q. J = 7HZ. 2H). 3.54 (s, 
2H), 1.25 (t. J = 7Hz. 3H). 

GCMS m/z 180 (Mf. 



[0 6 2 3] mm\3 

St (6. 0. 7 ) CO (4-y77-7i-;M -PIS.* 

[06 24] 
[-ffcl 6 1] 



(6.0.7) 
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[0 6 2 5] (4-/nt-7xi/H -mm^f-lV^ ^mffitt*. yxf/W- ; (5X5 OmL) 

x^r/k (5. 0 3g) Sr. **f h5hPn75y (6 ^TtttiiL/S. ^-t)-ii-3tW^^-^^V^^^">A± 
OmL) tfttcSj»3^ ItTCfi^;. ^TWbffiltt L . 5jiU S^tlliLt, ffl*Jfi»t-¥ 

(1. 54g) SrSD.i, SUS^Srl 5^M*^-^'L x.. ZtlZ . l> # r^r? b ^5 7 -f- (ffllxf 
fc. f ( HJ 7i-WX7 -f>"> A : ^V>= 7 : 1 3 ) fcj: otflSU . MJH-ft£ 

( 0 ) ( 1 . 2 8g) iMt. 'fttitltzM&mZMML m ( 2 . 1 Og) 

t 4 8 B*rai3»?^$ *t . RiSfi^* t jft-a l . mmcom [ o 6 2 6 ] 

NMR (CD3OD): 5 7.67 <d, J = 8Hz, 2H), 7.46 (d, J = 8Hz, 2H), 3.76 {s, 2H). 3.68 (s, 3H). 

[0627] TLC (»lXf/k^ty=7 : 1 [0 6 2 9 ] il^^y^ { P e a r 1 man' s 

3) R f =0. 24. MM. 1. 0 4g) Sr. Pa r r77X3«ttI* 

WSffi4 mtT>^-*7J± : *9 S—JV (1:4) (5 OmL) CO 

* (6. o. 8) o (4-rsy^f^-7x-;H - jsaitcjiiife. (4-yr7-7i^) -ti^f^ 

Iffig-X f^XXf/l' : IXf^ ( 1 . 0 Og) S-JSJfcKfln^fc. Parr77 

[0628] xr? Sr. 2 04HBbk*T ( 5 Opsi ) T a US:. R 

[•ffcl 6 3] JtKM^Sr-^i§L -5*i*S- Jtt£*Ti§ 

NH 2 iffiLT. *«SOt«S^-fU ( 1 - 2 2g) ■*-$-*.>£. 



_CH 3 [ftl 64] 

O 3 



(6.0.8) 

1 H NMR (CD 3 COD): 6 7.38 (d, J = 8Hz, 2H), 7.24 (d. J = 8Hz, 2H), 4.00 (s, 2H), 3.61 (s, 3H). 
3.59 (s p 2H). 

[06 3 1 ] TLC (/MiMi^ry^-^i^ : 5£(6. 0. 9 ) £0 2 - ( 4 -^nt- 7 x - 2 

>/^:^7np^?y=l : 10:89) R f = 0. f - 7°n ^^1^ f ;l/XXf /I/ : 

2 7 0 [0632] 

iitM5 [ftl 6 5] 

Brv 



HgC CHj 



(B.0.9) 



[0633] 7m\ti- h 'J -7 A (i£M4-^ 6 0 «-JMft 
^. 2. 3 6g) Sr. a*TT-*7K^b-5b Fn75y 

( 2 OmL) ^Ja^fc a^-ft^f-^ ( 2 . 4 4mL) Srl§ 
mmiztn L fz . »MS Sr . Sr ffl V * T L . (4 

-7'nt-7x-/l/) -Bt^f/UXf/l' (3. 0 1 
g) fciSTLfc. &vvtWMl^SrMftLT 1 0-iMB 

'H NMR (CD 3 OD): 5 7.44 (d. J = 8Hz, 2H), 7. 
GCMS m/r. 258 (M+H)\ 

[0635] wmme 

s£(6. 0. 1 0 ) C02- (4-y7y-7i-;l^) - 

[06 36] 
[ftl 6 7] 



( 2 5 OmL) Srffllvr&S&K ^xyfLt. iH^Sr 
*^TiS^LTjii#fJ^yr5'y-/L-Sr^L. ijcta^x 
f-ZUX-x/P ( 2 x 1 0 OmL) S-ffl^Trttti L£„ -tfffit 

[0 6 34] 
[•ftl 66] 

(d, J = 8Hz, 2H), 3.62 (s, 3H). 1.52 {s, 6H). 
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H,C 



CH3 



.CH, 



y) JUifVJ* (0) (9. 8 5g) ZmzMz.. MS 

Mi.. *HSP^&. y'xf/kx-f^ ( 5 x 5 OmL) £ 
(6.0.10) fflWVCttSBLfc. ^b^M^^B^^^A 

itt-Sr. ^U^y/^n^b^^-f— (@t 
BtX^/P : A.df-Hfy= 7 : 13) Ki-oTMHRLT. g 
SMt^S! (10. Og) 
[0638] 



[06 37] 2- (4-7"nt-7x-;L-) -2-.Xf- 
;k-7n^yS^f;nxf/l' ( 3 9g) 

( 1 0 omL) wzmmz^. i»T(c«oft. 

yry« (11. 9 4g) SrJPX. ®iSMSr 2 0* 

'H NMR (CD3OD): 5 7.66 (d. J - 9Hz, 2H), 7.49 (d. J = 9Hz, 2H), 3.62 (3, 3H), 1 .55 (s, 6H). 

[0 6 3 9] 

TLC (BlXf;|/ : ^t>"l : 4 ) R f =0. 6 



3C (6. 0. 

;P) 

[0 64 0] 
Ufcl 69] 



l l ) co (3-y)VJru- 



4-bHn^v 



HO 




CH. 



(6.0.11) 



[064 1] (3-7MO-4-tFP^y-7i- 
-@£BS (20. 0 3g) „ x^y-/k (100m 

D (W38*s-ti\ am ( lmL) ^?g^t;jni.^ 0 
?£&8 5°C(ci 6i^lBBlrtRLfc. £UE»&**}&SIU 

n^mnseH^-ii-c, ^mmcommit^m (24. 

'H NMR (CDCI3): 5 6.96 (d, J - 12Hz, 1H), 6.872-6.836 (m. 2H). 4.13 (q. J = 7Hz. 2H). 3.5 (s 
2H). 1.22 (t. J = 7Hz r 3H). 



D7b/77^- mm^iv ■. *vSMj-y=3 ■. d \,z 

[0 64 2] 
Cftl70] 



MS /nfe 198 (M)*, 

[0 6 4 3] BS«8aS.tf8b 
St ( 6 . 0. 1 2 ) CO (4-y77- 
x-/LX) -ilXf/L'XXf^ : 

N 



3-7/1-^-n-y 



[0 644] 
[Ibl 7 1 ] 



'Via, 



[0 6 4 5] t — h A . jmMfiOyx.J—>l> [ (3-y 
/Wn-4-hFnJfj/-7x-/W -aflgx^xx 
■f^K 2 3. 7g] i*y?nn^r?y ( 200b 
L ) . 4 - ^ fylTS/ t° u vy 

(1. 4 5g) , iUTMJxfylTSy (2 00mL) 

WFCJfrSlLfc. hy7Wn/^yx;^yl 
is** (22. 1 OmL) (^Px.. K^l-^I&U 

( 3 0 OmL) £ffl^T#$?U 7K ( 3 x 1 0 OmL) Srffl 



(6.0.12) 

5— h ( 3 4g) Sr-S-ifc. 

fW/LA7S F (10 OmL) tfifcJftHS-frfc. v-T>- 
ItWr} ( 7 . 2 5«) tlwi, aRBEt+^tW'C-y 

L?"Co iJCCTh^^X (h'j7x-MX7^y)A"7 

S*?A ( 0 ) (11. 9 7g) £JP;t. RJG»£**8 
0iCt£4l»iatWIRL>t. HSHfi«ftKfc:««ILfca. * 
( 5 0 OmL) £ffll>T:?&RU »Sxf;t/ ( 8 0 OmL) 



(1 34) 02-284766 (P200 2->66 



Ji£, WM^lV (3X1 0 0ml) Jfl^TSttaiL, U^y;l/?n?h/77^- (lflXf;k:Mfy= 

gl?/*y^A±t«L)t. £ 2:3) t±oT««LT. fHH-bU^ (19. 46 

HKHS-frf . *»S^SII1L^ ( 4 1 . 9g ) £5- [0646] 

iJt. Si<?)y^f^ArS H*Ht*-r*3tA(C, C-ftl 7 2 ] 
Jtffitf> , 7 0 °CT- 1 . 5 B$|Sra!3& $ . ffl*i£!Rr * ^ 

1 H NMR (CDCIj): 8 7.55 (t, J - 7Hz. 1H). 7.17-7.15 (m, J - 9Hz. 2H). 4.14 (q. J = 7Hz, 2H), 
3.64 (s. 2H), 1.24 (t, J = 7Hz, 3H). 

GCMS m/z330(M) + . 

[0647] OT^lt^Sr. ftmt&7x.y-)V*m y*-Jl) -M>f;lXXf/l/ : 

V > . MMVjjmX'Wm. Lfc : [0648] 

■5£<6. 0. 13)«(4-y77-3-7WD- [£173] 

F 




(6.0.13) 



'H NMR (CDCt,) 5 7.52 (t, J = 7, 1 H) 7.15-7.12 (m, 2H). 3.66 (s, 5H). 
GCMS rtlfe193(M)*. 

[0649] -5*1(6. 0. 14) (0 (4-isTS-y [0 6 5 0 ] 

x— )V) -ftiXf;I/XXf/V : [£174] 

N 

I 



(6.0.14) 

*H NMR (CDCI 3 ) 5 7.59 (d, J = 8Hz, 2H), 7.37 (d, J = 8Hz, 2H), 4.13 <q r J = 7Hz, 2H), 3.64 (s. 
2H), 1.22ft J*7Hz,3H). 

GCMS m/z 189 (M)*. 

[0 6 5 1 ] SmM9 [0 6 5 2 ] 

5t(6- 0. 15)0(4-7Sy^f/I/-3-7;^ [ffcl7 5] 



S5u 



or -ch 4 



[06 53] JkWfc^y A (Pearlman' s 
M£L 1. 0 6g) Sr. Parr77X3tf, SfTF 
*C\ te 7 j<x^y— ;W (7 5ml) 

-v—y (4 A. 2g) . M^X-hVJU [ (4-2^r 
y-3-7;Wn-7x-;l/) -itiSJif-/Vxx-r;i^. 
1. Olg] £MZ-fz« Parr7773|:, 3 0^ 



(6.0.15) 

7mT ( 5 5 P si) x-mt o u ^ml a-jxjye 
6) . is^iiiLtKltT, *«l«rsy 

(0. 9 1 Og) *5-z_ti a 
[0 6 54] 
[£176] 



(135) 02-284766 (P2002 -W8MJ 



T H NMR (CD 3 OD): 5 7.31 (t, J = 7Hz. 1H) f 7.04-6.98 (m, 2H), 4.10 (q ( J - 7Hz t 2H). 3.78 (s, 
2H), 3.60 (S, 2H), 1.20 (t, J = 7Hz, 3H). 

[06 5 5] TLC (7^17X1^7^-^:^^ ■ 5fi ( 6 . 0. 1 6 ) CO 1 - ( 4 -T 5 J **)V- 3 - 

y^:y?on^j?y=l : 1 0 : 8 9 ) R f = 0 . 7 }V^U-7 3l—)V) -y?n7PA^;^>i^f 

5 0 0 /HXf/^ : 

[06 56] IST0>ffr&*l£ . MJE^S - b U^feJH [06 57] 

im^mTmmLfz = [ ft 1 7 7 ] 




(6.0.16) 

*H NMR (CD3OD): 8 7.29 (t, J = 8Hz, 1 H), 7.1 1-7.02 (m, 2H) f 3.77 (s, 2H) t 3.55 (s. 3H). 1 .53 
(m. 2H). 1.15{m, 2H). 

[06 58] TLC (★tta^JdMbry^-^ : ^ 7Wn-7x^) 

;P : y^nn^^y= 1 : 10:89) R f = 0 . /1/XXf/l' : 

59, [0 6 5 9 ] 

■56(6. 0. 17)^)1- (4-TS7^f^-3- [ftl78] 




(6.0.17) 

'H NMR (CD 3 OD): 8 7.32 (t, J = 8Hz, 1H), 7.10 (d, J = 8Hz, 1H), 7,04 (d f J = 12Hz, 1H), 4.04 
(q. J = 7Hz) p 3.80 (s, 2H), 1 .53 (m r 2H), 1 .16 (rn, 2H), 1.11 {t, J = 7Hz, 3H). 

GCMS m>z237(M)\ 

[06 60] -3R(6. 0. 1 8) C01 - (4-7S7 [066 1 ] 

* *jr)V -3-y )V^n -y^. —)V ) -y?n77/*/^ [ftl79] 



'CH3 




GCMS mfz 251 (M)* 

[0 6 6 2] TLC (7^14^^^^^^^^:^^ 
y-;^: y?nn^^y=l : 1 0 : 89) R f = 0. 

39. 

■j£(6. 0. 19)^02- (4-rsyw-7x 



(5.0.18) 



[0663] 
[ftlSO] 



(136) 02-284766 (P2002 -A3Mt 




(6.0.19) 

GCMS m/z207(M) + . 

[0 6 64] TLC (ykmrn^mtTy^-^^ : *9 ^p-7x^) -ll^f/^XXf/k 

y?nn^^y=l : 1 0 : 89) R f = 0. [0665] 
6 7, [ftl81] 
■56(6. 0. 2 1)^)(4-rSy^f^-3-7^ 




{6.0.21} 

*H NMR <CD a OD): 6 7.30 (t. J - 8 Hz, 1H), 7.03-6.97 (m. 2H). 3.78 (s, 2H), 3.63 (s, 3H), 3,60 
(e,2H). 

GCMSm£M97(M)*. 

[06 66] -a£(6. 0. 22)^)2- (4-7S7 [0667] 




H 3 C CH 3 



(6.0.22) 

1 H NMR (CD 3 OD): 8 7.32 (t. J = 8Hz, 1 H), 7.10-7.00 (m, 2H), 3.77 (s, 3H), 1,51 (s. 6H). 
GCMSnVz225(M} + . 

[06 68] -35(6. 0. 23)^)2- (4-TS7 [0669] 




CH 3 

(6.0.23) 

1 H NMR (CD3OD) 5 7.35 (t. J = 8 Hz, 1H), 7.10-7,02 (m, 2H), 3.65 (s, 2H), 3.77 (q, J = 7Hz, 

1H), 3.62 (s, 3H), 1.43 (d, J = 7Hz t 3H). 

GCMSnVz210(Mf. 

[06 70] -5C(6. 0. 24)^2- (4-7S7 ^-3-^b*^-7x-^) - 2-^f;l^-7n 



(1 37) 02-284766 (P200 2-^47 6 6 



[06 7 1 ] 



[£184] 



H 3 C 



O 
CH, 



(6.0.24) 



[0 6 7 
SR. 0. 

y (60 



'H NMR (CD,) 6 7.04 (d. J = 8Hz. 1H), 6.84 (d, J = 8Hz, 1H), 6.74 (s, 1H). 3.67 (s, 2H). 3.31 
(s. 3H), 3.26 (s, 3H), 1 .47 (s. 6H). 

GCMS/n/z 236 (M-H)\ 

2]M3t^iJ10 ( 2 OmL) ^^^ItCjU^. ffcUT (4-y77-3- 

0. 2 5 ) col - ( 4-y7/-3-7Wn 7i-;H -Bm^/l-xx-f/l- ( 0 . 4 9 

*U JtS^TifffiL^ ffl^ft (0.63 

7g) Sr^U^^^n-7h^97-f- (BtiS-x.^ : 

Mt>=2 : 3) izx^xmmix. wanteot 

(0. 5 0 Og) 
[067 5] 
[£186] 




(6.0.25) 

4 ] rhmikl- h V (M^^6 0%*ft 
3 6 0g) Sr. S*Tt'*7jcf byt Ko7 5 
mL) tf^SiSL^., 1, 2-^'7'a^^^y 



'H NMR (CDCIj): 5 7.52 (m, 1H), 7.23-7.15 (m, 2H), 3.60 (s, 3H), 1 .65 (m, 2H), 1.19 (m, 2H). 



MSm/z218(M-H)\ 

[0676] w.TcD-ik-&m% . ttm~t&3ix'f;i>frt>m 

■i^(6. 0. 26)«1- (4-y77-7i-/H 




[0677] 
[£187] 



(6.0.26) 

NMR (CDCI 3 ) 5 7.67 (d. J « 8Hz. 2H). 7.41 (d. J = 9Hz. 2H). 4.06 (q. J = 7Hz, 2H), 1.64- 
1.62 (m, 2H), 1.17 (m, 5H). 

GCMS Wz215(M)* 

[0678] -3£(6. 0. 27) «1- (4-757 [0679] 
^f;l/-3-7;^o-7i~;l/) -i/^nrwiy* [£188] 



(138) 02-284766 (P200 2-W866 




(6.0,27) 

1 H NMR (CD 3 OD): 5 7.55 (m. 1H). 7.25-7.18 (m, 2H), 4.10 (q, J = 7Hz. 2H). 1.67 (m, 2H), 
1.20-1.14 (m, 5H). 

MSm/z234 (M+H)*. 



[0680] wmm ii jv ■ 

3$(6. 0. 28)»1- (4-yT/-3-7^n [0681 ] 




[0682] 1, 3 -i/yv^X ? ycvfcb*) IZ1 , 4 

* . mmm 1 o oa^**)*^ »<R*M5r8ra«e t 

t: GCMS m/z 2 4 7 ( M ) + „ 

TLC (B^Kxf-/U: ^-^-y=l : 1 ) R f = 0. 8 

0 o 

SBtW 1 2 

xt(6. o. 29) »4-riy^f;i/-^yy-Ny 

;w : 
[0 6 83] 
[•ffcl 90] 




(6.0.29) 



(6.0.28) 

[0 6 84] 4-yr7-^yy;l/7'n5K (4.0 0 
g) fc, 1. 4-i?tt-*)r> (2mL) XtflieteaWcKfl: 

ryt-^A (3 0mD rje»&w*, -f 

mmcwmik^zmtAmm (2.3s 

g) t Lxm&Ltz. 
[0685] 
[ftl 9 1 ] 



1 H NMR (CDjOD) 8 7.80 (d, J - 8Hz. 2H), 7.60 (d. J = 8Hz, 2H). 4.18 (s, 2H> 

[0686] MMM 1 3 /fmt^ : 

5^(6.0. 30)C0[4-({[2- (O-V [ 1 , [0687] 
3] : JttV—)l—5-4)\s7S-*is) -fiJy'y-3- Utl 92] 

tf/Pstfri/H -.Xf-AO -7i^;H -»S8 



(1 39) 02-284766 (P200 2-Q66 




CH a 



6-^ 



[0688] 1- [3 - (y^f^TSy) Tntf/H 
-3-xf-;^;P^y>f 5 FtBBBB ( 1 . 7 lg) t . 

i-tF n^fj^yy f- y r v— ;Wcwaj ( 1 . 2 4 

g) fc. 2- (^y/[l, 3] ^^-7-/1^-5— f 

(4 0mL) *t«BBLfc. N, N-i/'-fVrntA'Xf 
ykTSy (5. 9 3mL) ^SiSMtSni. <I:fT.£0. 5 
iSHHWFLfc. a^K£, (4-rS7^f^-7x- 

/p) -mm^^-iv^'fiv ( i . 2 2g) tsni.. Km 

1 H NMR (CDCb): 6 8.62 (dd, J = 7£.0 £ 2Hz, 
7.23 (d, J = 8Hz, 2H), 7.14 (m, 1 H), 6.81 (d, J 
8£.tf2Hz, 1H), 6.00 (s. 2H), 4.69 (d. J = 6Hz, 

MS mfr 421 (M+Hf . 



(6.0.30) 

&£mz. mm^&x— »Lt. aac* (»i5 

mL ) £r RJE?M o^Dtw ja X. . i?9 U ^ > ( 7 X 3 0 m 

-9-y=3 : 2) ti^TttMLT, MMbStt (1.4 
lg) 

[0689] 

[ftl93] 
1H), 8.23-8.18 (m. 2H). 7.31 (d, J = 8Hz, 2H), 
= 8Hz. 1H), 6.64 (d, J = 2Hz, 1H), 6.57 (dd, J = 
2H), 3.67 (s, 3H), 3.60 (s, 2H) 



[0690] jaToXfc&tt* s &WBXfT 5 y£> 

■ j£ ( 6. 0. 3 1 ) CD 2- [4- ( { [2 - ('OV 
[1.3] : JX*rV-)V-5 -4 )VX*is) -IfViSy 




-2-^^-rnh°^->-St^f-^XX-r;l^ : 
[0691] 
Ufcl 94] 



-CH, 



(6.0.31) 

'H NMR (CDCb): 8 8.61 (dd, J = BRXJ 2Hz. 1H), 8.22-8.17 (m. 2H). 7.28 (m. 4H). 7.13 (m, 
1H). 6.80 (d, J = 8Hz, 1H}, 6.63 (d, J = 2Hz, 1 H), 6.56 (dd, J = 85. 2Hz, 1H), 6.99 <s, 2H), 
4.67 (d, J - 6Hz, 2H), 3.61 (3, 3H), 1.53 (s, 6H) 

MS m/z 449 (M+H)*. 



[06 92] -3^(6. 0. 32)C92-[4- 
( { [2- (4-7;l/tD-7x^y) 
3-#}V#-/V] -.Xf-A-) -7i-;H - 



[0693] 
[f[19 5] 



(140) 02-284766 (P2002-Z66 




(6,0.32) 

'H NMR (CDCI 3 ): 8 8.60 (dd. J ■ 7$.^ 2Hz. 1H), 8.16 (m, 2H) t 7.31-7.23 (m, 3H), 7.12 (m, 
1 H), 7.07 (d, J = 6Hz. 4H) t 4.67 (d t J = 6Hz, 2H), 3.59 (s, 3H), 1.52 (s, 6H), 

MS m/z 423(M+Hf. 

[0 694] -5S(6. 0. 3 3)^2- (^Z [069 5] 

[1, 3] i?^5rV—}V-5-4)Vjr*is) -N- (4 [Ikl96] 

-yry-^yy/i/) --^fyrs f : 




(6.0.33) 

'H NMR (CD 3 OD): 5 8.24 (del, J = 7#£K 2 Hz, 1H), 8.17 (m, 1H) T 7.66 (d, J = 8 Hz, 2H), 7.54 
(d, J = 8 Hz, 2H), 7.21 (m, 1H) P 6.82 (d, J = 8Hz, 1H), 6.71 (d ( J = 2Hz, 1HJ, 6.61 (dd, J = 8 
Rtf 2Hz, 1H). 5.99 (s, 2H), 4.69 <s, 2H). 

MS m/z 374 (M+H)*. 

[06 96] -j£(6. 0. 34)^N- (4-y/y [0697] 
-L>is)V) - 2- (4-7/Wn-7x^y) Utl 9 7 ] 

o 




(6.0.34) 

1 H NMR (CDCI 8 ): 5 8,63 (dd, J = 7&t5 2Hz, 1 H), B.2B (m, 1 H), 8,22 (dd, J = 5&tf 2Hz, 1H), 
7.62 (d, J = 8Hz, 2H), 7.46 (d t J * 8Hz, 2Hz), 7.20-7.10 <m f 5H), 4.75 (d, J = 6Hz f 2H) 

MS m/z 348 (M+H) + . 

[0 698] -xt(6. 0. 3 5)(^[3-7;Wn- -il^fmf/k 
4- ( { [2- (4-7Wn-7x;^y) -b°U^ [0699] 

y-3-%/is7$—W -rsy) -^^) -7x- [{fci 98] 



(141) 02-284766 (P2 0 0 2-8-6 6 




MS/n/Z 413 (M+H)*. 

[07 00] -5£(6. 0. 36)^1- [4- 

( { [2 - [1,3] i?**V-}V-5-4}V 

^)V) -3-7 Jl^U - 7 x ~ ] -y^07^y^/l/ 



(6.0.35) 



[0701] 
[^199] 




(6.0,36) 

*H MMR(CDCI 3 ): 5 8.58 (dd, J = 7;&tf 2Hz, 1H), 8,29 (brs, 1H) f 8.19 (dd, J = 5&LF2HZ, 1H), 
7.33 (t, J = 8Hz, 1H), 7.10 (m, 1H), 7.02-6,96 {m, 2H), 6.80 (d, J = 8Hz, 1H), 6.64 (d. J = 2Hz, 
1H). 6.57 (dd, J = SRXf 2Hz, 1H), 5.98 (s. 2H) t 4,68 (d, J = 6Hz, 2H), 4.05 (q, J = 7Hz P 2H), 
2.76 (m, 2H), 2.40 (m. 2H). 1 .99 (m, 1 H), 1 .81 (m, 1 H). 1 .13 (t. J = 7Hz, 3H). 

MSm/z493 (M+Hf. 



[07 02] -^C(6. 0. 37)<7)l-[4- 

( { [ 2- (^>V° [ 1 , 3 ] z/^V— jv-^-Ajv 

#*y) -try i?y-3-fi)V#—)V^ -rs/l 

^)V) -3-7/Wn-7x-/l/] -y?n7nA°y^ 

o 



[0703] 
[ft20 0] 




"CH- 



(6.0.37) 

1 H NMR (CDCI a )r fi 8.59 (m, 1H), 8.28 (bs. 1H), B.20 (dd, J = 5^tX2Hz, 1H), 7.32 (t, J = 8Hz, 
1H), 7.13-7.00 (m, 3H), 6.81 (d, J = 8Hz, 1H). 6.65 (d, J 2Hz. 1H) t 6.59 (dd, J = 8^r^2Hz. 
1H), 5.99 <s f 2H) f 4.70 (d, J * 6Hz, 2H), 4.05 (q, J = 7Hz, 2H) T 1.56 <rn, 2H), 1.15-1.10 (m, 
5H). 



[0 7 04] 

(O-y [ l , 
5 -yjV^n- 



MS m/z 479 (M+Hf . 

(6. 0. 38) CO [4- ( { [2- 
3] -J^V-)V-5-^ )V^y) - 

-fc°y> ? y-3-^;^-;M -r$y} 



-3-7/Wn-7x-;V] -Wt 
[0705] 



(142) 02-284766 (P2 0 0 2-Ctf| 



[ft201] 




6^ 



(6.0.38) 

1 H NMR (CDCI 3 ) 6 8.33-8.30 (m, 2H), 8.02 (s r 1H), 7.34 (t. J = 8Hz t 1H), 7.00-6,97 (n, 2H) f 
6.80 (d. J = 8Hz, 1H), 6.62 (s, 1H). 6.56 (d, J = 8 Hz, 1H), 5.99 (s, 2H), 4.68 (d, J = 6Hz, 2H) t 
3.66 {s, 3H) f 3.57 (s, 2H). 

MS m/z 457 (M + H)*. 

[0706] -jS(6. 0. 39)^1- [4- XXf/1/ : 

( { [2 - (^V [1,3] i?ttV~)VS-4JV [0707] 




6^ 



(6.0,39) 

t H NMR (CDCI 3 ): 5 8.63 (d, J - 8 Hz, 1H), 8.23-8.20 (m, 2H>. 7.31-7.26 (m, 3H). 7.15-7.13 
(m, 1H) f 6.81 (d, J « 8Hz r 1H), 6,65 (s, 1H), 6.58 (d, J = 8Hz, 1H), 6.00 (s, 2H), 4.70 (d, J = 
6Hz> 2H), 4.06 (q T J = 7 Hz, 2H), 1.61-1.55 (m, 4H) r 1 .13 (t, J = 7Hz, 3H). 

MS/wi461 (M + H)* 



[07 08] SigCT 1 4 

sG(6. o. 40) m-rsy^f/p- 



[0709] 
[ft20 3] 



HCI 



F 



(6.0.40) 



[0 7 10] 2-:?Aoto-4-h Kn#y\yV^ b 
( 1 Og, Allied Signal ) £ % 5 0 OmL^P a r r 

y^xatzMz.. Wt^X*m.WU t J i '7^ (5g) £Jn 
ifc. i5c(c*i*x^y— ;u ( 2 0 OmL) ^g«#HMT 
TUni. &Wt;fctt«HSBl (7.5 5mL) fcjnifc. a 
5 0 psi OTkfTFT- 1 . 5 B$p H TOh d L . iJct^ 

'H NMR (CD,OD): 5 7.27 (t, J = 9 Hz, 1H), 6.65-6.56 (rn. 2H), 4.04 (s, 2H) 



£W (9. 8g) 
[0711] 
[ft2 04] 



MS m/z 140 (M-H)* 



(143) 02-284766 (P2002 -hffiffi 



[0712] Wmmi 5 aRU'l 5 b 



it ( 6 . 0. 
/K15a) : it ( 6 . 



4 1 ) £7)2- (4-y77-3-7;Wn 

42)^2- (4-xry 




-3-^b^fy-7x-;k) 
gg^/lxx-r/U (15b) 
[0713] 
[ft205] 
,CH, 




[6.0.41 ) 

[0714] tK*^ h >J 7^ (iK0W^ 6 o 
t LX . 4 . 52g) g*fh7hKn75y ( 1 
OOmL) tB^it^i-lV ( 7 . 0 4mL) i: £flH il 
^^R^S+T^iP L, (4-y7/-3-7;l 
^n-7i-iH -Stl^f^xxf/1 (7. 2 8g) 
£Jn;t^ -Sft ( 1 6B#ra) , f*^('#Hma 

(20 OmL) fN:H®JR£-tL * ( 7 5mL) Srffl^T 
'H NMR (CDCI 3 ): S 7.51 (t, J = 8 Hz, 1 H). 



(6.0.42) 



?xf;l/ ( 3 X 1 5 0m 



y : BHgXf-^ (4:1) trffl^-C^U77^>±T-WM 
LT. 2o<0&Jgft^!|tj£-5-;*./>. 2- (4-y77- 
3-7/Wn-7x-;l) -2-yf;l-7n^yi 

^fylXXf^(15a) (3. 66g) . 
[0715] 
[ft 2 0 6 ] 
7.19-7.13 (m. 2H), 3.60 (s, 3H), 1 .51 (s, 6H). 



GCMS nvi221 (M)*. 



4) 



g) . 
[0717] 
[ft20 7] 



[0 7 16] TLC (tlxf/1 : ^~y-y = l 
R f = 0. 46, 

2- (4-y77-3-yNJry-7iX;V) -2 
f/t/-7nf^-yiyf;l/xxf;l (15b) ( 3 . 0 

'H NMR (CDCIs): 8 7.46 (d, J = 6 Hz, 1H), 6.94 <d, J = 9 Hz, 1H). 6.87 (s, 1H), 3.89 (s. 3H). 
3.63 (S, 3H). 1.54 (s, 6H). 

MSm/ir234 (M + H)\ 



[0 7 18] TLC (Wm^JV : ^^r>= 1:4) 
R, = 0 . 3 7. 
»jtM 1 6 

5£ ( 6 . 0. 4 3 ) cD2 - ("vyV [1,3] ^Jf^f V 



-/I— 5->f ;W^v) 
[0719] 
[£2 08] 



-o- 



HO 



[07 20] 2-^nn-5-77/L-^-n--r?^->-it 
(RsWBHF : EP 0634413 AUCfMH 3 *UO 

/P-hSrfflivr. ttJK^&xf-/kxxx/H;^&U <Xtz 

aWW^rffiTflWBlUfc. ^-7>$g'Mt^2 5 0 mL<7) 
77X3tfW2-?nn- 5 -yVMrr-r. r?^-y|gx 

WXXf^ ( 5 . Og) KSS-fey7A (9.60 
g) -fe-*f *—;!•( 4 . 0 7g) 5 0nL<?D*E^C> ? 3j- 



(6.0.43) 

fc. 1 0mL<^)*tt»<7)*BWt:Uf-^A (2. 9 4g) SrJn 
1 OOKTCflfFU!:. i***-* 
yfc&fc, S*arFCSJ3S3-frfc. 5 OiL 

Slxf;l (3X1 OOmL) SfflV^Tttffitfc. 

OmL) £fflWtjJB*U S*STt'«LT. 
ft ( 2 . 9 6g) 



(144) 02-284766 (P2 0 0 2-?\h§ 

[07 2 1] [^209] 

1 H NMR (CDaOD) 5 8.09-8.04 <m. 2H), 6.76 (d. J = 9Hz. 1H). 6.61 (s. 1H), 6.51 (d, J = 7. 1H), 
5.93 (S, 2H). 

MSmfc278(M + H)*. 



[07 22] WkM 1 7 

( 6 . o. 4 4 ) ©2 - ( ^yy" [ 2 , 1 , 

[0 7 2 3] 
Ut2 10] 
o 

O^CH, 



3] ^ 




(6.0.44) 

[0 7 24] y^f;^;l/A7S H (12 5mL) tfO-^ 
>V 12, 1 , 3 ] ^-tf^Ty'-yp- 5 -^~)V 

(4. Og) fc, 2-^nc?-^r?^ySaxf-;Pa:XT- 
/K5. 5g) KSHr^A (2 1. lg) i:cDiE-n 

JHj^iltdf^U 9or^7Br B 1SaiSit/i„ SJE£& 

tC#HfwflJS«£&IU * ( 6 0 OmL) tfHc&V**f. 7j< 
ttSfcfr*, ( 5 x 1 5 0mL) ^ffl^TtttiiL 

fc. ^b^tfMHMi'*, h 'J ^A ( 5 0 

OmL) , ?R ( 2 X 1 5 OmL) , MV^-fy (50 0m 

/xy ? y feseftfl; LT , KHtt^fii ( 2 . 2 g) 

MS m/z (M + H) + 286. 

wmm 1 8 

it ( 6 . 0. 4 5 ) C02 - ( 'xyy' [ 2 , 1 , 3 ] 

[07 2 5] 
[-ffc2 1 1 ] 
O 



0> 

N O 



[0726] fb7tF'D77y (75mL) tp<7)2- 
(^.yV 12, 1 , 3 ] t^fify7V-;k- 5--f /Urf 
a^) --afylxf/mf^ (2. 2g) eoigiSt 
* , SfflStiftflTC 1 6 Btral 1 Mc^MfoklH t 'J f - A 

(23. ibl) zm^xmmLfz, mm^m^xmm 

( 1 . 9 Og) *H-Z-tz« 
MS m/z (M-H ) ( 2 56„ 
SBtW 1 9 

4 6 ) <7) 2 - ( 4 - i/77 - 3 - 7 /Mr? 




(6.0.46) 

[0728] (4-yr7-3-7Mn-7i-/l-) 
-SBS^^XX^O. 06g. 15. 84mmol) 
£ N 4E7K-7- h7t Fny^y ( 6 OmL) tp izMM 
F ^ -f 7M X-T-th y®<PX'{%& LfZo >J -7 A b'X 

(hU^^^y;P) T5F (fb5t Pn7 5ytt 
1. 0M S 17. 4 2mL) %mm%ffl%TX*Mtfz» 

ateiasisiatfpu ^^jSTa^t^^/u (4 . 91 

mL) liffTL/i. *t^L&#^J££#BM^K&a') 
fc. RlSa^TLJfcSL fSfOTfcttiS-ffcTy^-^A ( 1 
OOmL) £in;t. fh7th'n75 y«±^*S-lflS 
"FT3E5IS-frfc. SfBP^/P (3x30 

llxfyl/ : ^f+J-y ( 3 : 17) SrfflV^i- 

^BB ( 1 ■ 7 3g) fc^ifc. 
[0729] 
Ut2 13] 



(6.0.45) 



(145) 02-284766 (P2002 



'H NMR <CDa 3 ) 8 7.44 (t J = 8Hz, 1H), 7.09-7.04 (m, 2H), 3.85 (q, J = 7Hz. 1H), 3.53 (s, 
3H). 1.36 (d, J = 7Hz, 3H). 



GCMS ntfr 207 (M)*. 

[0 7 3 0] Mia#IJ2 0 

5*7 ( 6 . 0. 47 ) SON- [4- (yTy-y^f/l'- 
.X^/M -2-7/P^-n-^y^VH -2- 

0 F 



[0731] 
[ft2 14] 




[07 32] SOnUO^-XrffON- [4- ( 1 
y=J;Vl -2- (4-7;^n-7i7^y) -^af 

yrsp o. oog)tc ^^-ftyyo. 29m 



(6.0.47) 

bL) ±fci£#\ aCV^BffltXf-Zt' (4X400mL) 

nat*u as^-r«Lx. saw^ (2. 

3 6g) fc-S-**:. 
[0733] 
[•ft 2 1 5] 



'H NMR (400 MHz, CDCIj) 8 3.62 (dd, J = 8HzKO<2Hz, 1H), 8.30 (m, 1H), 8.19 (d, J = 5Hz, 
1H), 7.43 (t. J = 8Hz, 1H). 7.23-7.12 (m. 6H), 4.70 (d. J = 6Hz, 2H), 1.67 (s, 6H). 

MS m/z 408 {M + H)*. 



[0734] mmm2 1 

1ft (6. 0. 4 8 ) CON- (4-y7/^f^-2-7 
iV^n—^Vi?)]/) -2- (4-7;l/*n-7i7^ 
*/) --3fyr* F : 

[0 7 3 5] 

[•ft 2 16] 

O F 



^-a—^y^/P) -2- (4-7 , ;P^-n-^j:ydf^) 
-^3fyrsK (o. 2 9 0s) ^i^miVJy 

( 0 . 4 raL ) ( r.- h ) t S&irFT&bttfZ . RJ6»£ 

fc. RJE»&*&, ISft*ttflSffi't- h U -7 A (2 Oral) 
Jffll^t^xyf I, (5x4 0ml) Srffll^ 

y=i : i ) cioTftsLT, im&mmtt&m 

(o. l l 0g) fc-S-ifc. 

[0737] 

(6.3.48) [^2 17] 

[0 7 3 6] N- (4-^;W^-f;^f-/V-2-7/l' 

'H NMR <CDCI 3 ): 5 8.58 (dd, J = 78: 2Hz, 1H), 8.29 (bs. 1H), 8.17 (dd, J = 5S.U ! 2Hz. 1H), 
7.43 (t, J = 8Hz, 1H), 7.15-7.01 (m. 7H), 4.70 (d. J = 6Hz r 2H), 3.70 (s, 2H). 

MS m/z 380 (M+H)* 

[0 7 3 8] WmM2 2 -xafyTSF: 

5£(6. 0. 49) «N- (2-7;l/^n-4-tFn [0739] 

^-"OS^O -2- (4-7;^n-7x/Jry) [(t2 18] 



(146) 02-284766 (P2002 -@E£fS 




OH 



[0740] 2- (4-7/Wn-7i^y) -—a 
J->M (20. 4 7g) (C» i*y?nn>< ^> ( 2 0 
OmL) £flH;i. (5;Hy^f;^;^rS (2mL) fcJ& 
mt 1 J/Ky^on^?yif2. 01 46. 10m 
L ) fc £ flux. . H 5 -f 7M X/T-fe h >WT 

JWJJLfc. aCb'Jxf;l/TSy (24. 5mL)fc2- 

( 7 . 8 1 g ) i: & JPi. . »»%gi8£t&iE(C&£> , 
— UMifPLfc. iJCWC, ^iS£, 2 0 0mL<?oy^nn^ 
*f*ffl\.vt#RU 1 0 OM-«0*tfflV^TiJfe»Ufc. 

at. m.±m^mz^ fh5tFn77y <5o«u t 

'H NMR (COsOD): 6 8.20 (d. J = 7 Hz. 1H). 
6.44 (m, 2H), 4.52 (s, 2H). 

MS m/z 357 (M + H)* 

[0 7 4 2] SWIJ2 3 
5t(6. 0. 5 0 ) CON- ( 4-y7/-2-7/^D 
-O^'/H -2- (4-7Wn-7x^y) -- 



(6.0.49) 

* ? 7 -A- { 2 5 ml ) t cO^g* tZJWL £ -frfc . ~>X" 

* ( 2 5ml) tpcr>*MfcVj-^J* ( 5 . 2 6g) 

izM^xismLtz* nhtd-ztmft* 1 o omio** 

*tt«*i)Cte. ilxf^ (3X30 0ml) SrfflWtfft 

as L?t! . -^^^^ti^^^sv^^^ a±-c*h* 

it. W&fcfHMfc^* ( 9 . 7 5g) £-9-£jte. 
[0 74 1] 
[ft 2 19] 

8.12 (d, J = 3Hz, 1H), 7.21-7.08 (m, SH). 6.51- 



[0 74 3] 
Ut2 2 0 ] 




[0744] N- ( 2-77M"a-4-t PnJfy- ^ 
y>Vl-) -2- (4-7/Wn-7i/^y) -~rjf- 

yrSH (7. 3 6g) SaaWStetsftSiSfctcJ: 



(6.0.50) 

fS*SiM:t=: ±ot, K¥^SrMI^^H9 ( 4 . 3 1 g ) * 

[0 74 5] 
[ft2 2 1 ] 



'H NMR (COsOO): 5 8.25 (d, J = 8 Hz, 1 H), 8.17 (d, J = 5 Hz. 1H). 7.61 (t. J = 8 Hz, 1 H), 7.53 
(t, J = 1 1 Hz, 2H), 7.22-7.12 (m. 5H). 4.72 (s, 2H). 

MS m/z366 {M+Hf 



[0 7 4 6] tWU2 4 
5£ (6. 0. 5 1) ^x^2, 5 
-b : 

[0747] 

[•ft 2 2 2] 



N CI CH. 



(6.0,51) 



(147) 02-284766 (P2002-]66 



[0748] 5-?on-2-tHnJfy-3fyl 
[11. 9 5g ; Synthetic Comm. (1989), 19, 553] 
&ftrf"*—)V (5 2mL) cWdgiSU W£. : J*1-}V 
*lt/ATSF (2mL) Sin*.*:, ffigffiftfr SBffllBldE 

#£Bk*U ^Of^7]<X^y-;l' ( 3 OmL) ^jDx. 



Xf;l/X-f/l (2X1 OmL) £fflvvtScft*L/>. -£jb 

YnV9 n? h ^7 7 a — ( Mxf;l/ : ^^fy= 8 : 
9 2 ) fci ottlLT , Mft&Mfc&lil (4.75 
g) 

[0 74 9] 
[-ft 2 2 3 ] 



'H NMR (CD 3 OD): 6 8.50 <d. J = 2Hz. 1H>. 8.14 (d. J = 2Hz. 1H), 4.39 (q, 2H), 1.38 (t, 3H). 



MSm/z221 (M+H)* 

[0 7 5 0] WmM2 5a 
( 6 . 0. 5 2) <7)5-?uo- 

[07 5 1] 
Ht2 24] 



2- (4-7/M-n 



N ~ 



(6.0.52) 

[0 7 5 2] 1 , 4-i?^*r> ( 7mL) Sr^-tfffi 1 

(2. 5 Og) M-7M07iy-/P ( 1 . 4 9g) 

(4. 5 2g) ZMz., 
1 H NMR (C0 3 OD): 5 8.27 (m. 1 H), 8.16 (m. 1H). 7.10 (d. J = 6Hz, 4H) 



mm.-smz. mk\,iz$m ( 1 o 5*0 *tz-mm 

U HJBWS, 1. (2xi0uL) Jffl 

( 3 . 89g) fh5t^n75> 
( 1 2raL) ^*W»«iai*:(:JP^, «Wt# ( 2 Om 
L) , W36iftl,lZ*&fc i J+*7J* ( 1 ■ 3 6g) SrflUX 

^Ti4i^2(:iSU. %t>ti?d&itfto%mz^ & 

Mm-fl < 5X5 OmL) SrffltvCtttfJLJt. ^h^fz^ 

-cwmbxttmLx. ^mmmmw^m (2.71 

g) &*}-X.tl. 
[0753] 
[£225] 



MSm/2 266 (M-H)* 

[0 7 54] mm\2 5b 
5t ( 6 . 0. 53)<7)2-( ^yV [1,3] XJj-^rV 
— ;P—5— 'f/M-^fi') -5-^nn-^3fyi: 

[0 7 5 5] 

[£2 2 6] 



[0 7 5 6 ] ttfiM2 5akH«ICU fc*fL4- 
^n7i/ -/KD-ftb 0 te-fct^ -/1-Srffiffl Lfc . 
[0757] 
[£2 2 7 ] 




6^ 



(6.0.53) 



*H NMR (CD 3 0D): 8 8.26 (d, J = 3Hz, 1 H), 8.17 (d, J - 2Hz, 1H). 6.79 (d, J = 8Hz, 1 H). 6.64 
(d, J = 2Hz), 6.55 (m. 1H), 5.96 (s, 2H) 



[07 58] TLC OWm. : y^no^^ : * ? J 
— /H : 1 0 : 8 9 ) R f = 0 . 63. 



mmn 6 a 

it ( 6 . 0 . 54 ) «5-?nn-2 



( 4 - ytva-u 



(148) 02-284766 (P2 0 0 2-:flft 



-7x/^fy) — N— [4 - ( 1-b Ko^y- 1 [07 59] 

f-.^-xf-/U) -^>-i>;H --afyrs F : [^2 28] 



"s 0 CH, 



(6.0.54) 



[0760] 5-^acr-2- (4-7/Wn-7x7 
* 1/) --afyl ( 1 . 3 7g) |*y^no^ 

( 1 5ml) tf (^ftf^-t^o 4-*^->V*z)V-fcV> 
(0. 80mL) £Jn;L. mmZYJJTJ 

m^-znmLtz . ? n n^f bh y y^-iv ( o . s 5 mi > 

£JP;t. 1 5^raHf¥L^„ 4 - ( 1 - t Hn^f 

1 -.X^/l—x^H (0. 94 

6g) £fln,i. ^£#HMK(c-B&ffi^^ i^tj^ 
^^^«4-+(:?±r. * ( 1 5ml) trialtz, WMZ 
Mb o U -fimmftZBitLfz* «#UTV^*ttSP* 
Sr. i?9uu*?y (6X2 0ml) tfflV^TttJfiLfc. 



U *&t*"CWmLX9&kLX . ffl^fiJcfe (2.65 
g) 5MlfiR«*m*^y*y;^nvh^9 

7 4- (BlXf^ : ^df-^y 1:3) ti^tfilL 

tttt&SHfl:-^ ( 1 . 6 lg) fc^ifc. 
MS m/z4 1 6 (M + H) + 0 
SjtCT2 6 b 

j£ ( 6 . 0. 5 5 ) O 2 - ("O'V [1,3] : J**V 
—jV-S-JiVtti') -5-^nn-N- [4- (1 
-h^n^fy-l-^f/P-xf/i/) -\yy';l/] -~ 
3fyT5 K : 

[0761] 

Ut2 2 9 ] 




(6.0.55) 



[0 7 6 2] 

n-2- (4 
ftbO(C2- 
/l^r^) - 
MS m/z 
W6W2 7a 



SWJ2 6atl»]m(cU ^L5-?n 
[ i . 3 ] y^-Jf y— )V- 5-4 

44 2 (M + H ) 



5E(6. 0. 56)^5-?uo-N- [4 - 

-y^f-^-^f-^) -^/l'] -2 - {A-ytVj- 

[0763] 
[ft23 0] 




N 



H3C 



CH, 



(6,0.56) 

[0 7 64] 5-?nn-2 - (4-7/Wn-7xy 3^) -N- [4- ( 



(149) 02-284766 (P200 2-6p66 



^-)V) -Ky-J/^ --rjf-yrs F ( 1 . 6 lg) 
£^ te^y^nn^^y (4 0mL) (ft^Sl^it. 
tpTQXZtZ&SHLtl. hVX ^-iVis U )Vi/T— Y (7. 
8mL) £Ju*.. M^XmtxX ( I V) (^nn^^ 
yt^coi. 0Mcr>m&; 1. 6mL) £ 1 5-fifflt,zhtz-o 



0 2g) * ( 1 ■ 9 5mL) bZMtfz* n^tltzM 

■smz 9 o *nm«# uafcy'j^/Ks. 2 2 g > 

*Jnx , x 7 'J 3 0 4MBfflB¥ L/C . BBIKfe£ 

*«gcOffi®ftl^ ( 0 . 8 5 Og) 
[076 5] 
[ft2 3 1 ] 



A (7. 5 6g) 77ft*y>Al*»(0. 9 

'H NMR (CDCb): 5 8.51 (d, J = 2Mz, 1H). 8.22 (t, J = 6Hz. 1H), 8.05 {d. J = 2Hz, 1H), 7.39- 
7.34 (m. 4H), 7.06 (d, J = 6Hz, 4H). 4.65 (d, J = SHz, 2H), 1.64 {s, 6H) 



MS m/z425(M+H)* 

[0 7 6 6] mmm27b 

j$ ( 6 . 0. 57) «2- (^yV [1,3] i/ttV 
~}V-5-4 iVJr^y) -5-^nn-N- [4- 
7/-y^f/l-^f;l) -^y-J)Vl -—a^yrs. 

o 



H : 

[0767] 
[ft23 2] 




(6.0.57) 

- ( 1 -b Kn^fi/- 1 -.X^-A—x^/H 

[0769] 
[ft 2 3 3 ] 



[0 7 6 8] Wmm2 7 atrnmizL, fc«L5-^n 
o-2- U-^/M-n-^jnydf^) — n— [4- 

( l - 1 Fa^r^- 1 -^-^A-x^A) —KyiS/V] 
--3fV7S K05ft*>9fc2- (W [ 1 , 3 1 : J 
X*cV—jV-5-4)Utti<-) -5-?nn-N- [4 

1 H NMR (CDCb): 5 8.53 (m, 1H), 8.16 (m, 1H), B.09 (d. J = 2Hz. 1H), 7.39 (m, 2H), 7.33 <d, J 
= 7Hz, 2H), 6.77 (s, 1H), 6.59 (m. 1H), 6.53 (m, 1H), 5.96 (s, 2H), 4.65 {d, J = 6Hz, 2H). 1.66 
(S.6H). 



[0 7 7 0] TLC (llXf/1/ : ^ y-y i 
f = 0. 6 1. 
SjSM2 7c 
it ( 6 . 0. 5 8 ) (502 



1 ) R 



(<yy [1,3] i?**v 



->v-5-4 ivx^y) — n — [4- (i^r. 
/I— ;*^A) — ^.^^/W] -xrj-^TSK 

[0771] 
[•ft 2 3 4 ] 




[0 7 7 2] SWJ2 7akl»]«UcU fctfL5-?n 
n-2- (4-7/Wn-7x^y) -N- [4- 

(l-t^oJfy-l-^f/l/-Xf/L-) -^.yy/l] 
--3f>7? K05ft*>9C2- (^V [ 1 , 3 ] y 
^V—)V-3-A)V^ : y) — N — [4- ( 1-bK 



(6.0.58) 

n^S^- 1 -^f;l/-xf;k) -~rj^-> 

MS m/z4 1 6 (M + H) + „ 

TLC (SUfiP : *J*r*ry\ : 1 ) R f =0. 4 

0„ 



(150) 02-284766 (P2002 -efl^g 



mm i a 

5t ( 6 . 5. l)c02-[4-(<[2 - (^/ 

-3-#/Wf-/P] --X-f-rt-) -7x-/W 




[0774] 2 - [4 - ( { [2 - (O-V [1,3] 

^ v — /i*- - 5 — f ;i x ) -t'jj;y-3-^ 

-TSyi -^-fvW -7i-;W -2-^tf- 
;P-7nttyg^fmf;K0. 45lg) 

S-fr (3 0mi) rfifcJKSLfc. *K-ft-?-b 
y>A (1. 6 8mL<7)6N<7)*j^) SrJBfflJSfcflD*., 

(2 0ml) tflni., pH£. ift&K£fflVVT3Kil8£L 

'H NMR (CDCIj): 6 8.62 fcW. J = 8#V 2Hz, 
1H), 6.80 (<J, J = 8Hz. 1H), 6.64 (d, J = 2Hz, 
4.68 (d. J = 6Hz. 2H), 1 .57 (s, 6H). 



-2-^/1- 
[0773] 
[ft235] 



(6.5.1) 

•ft. ik^x-mm. wmx+n< (7x5 omi) zm^x 

*U 5iiU *£*Tifl«LT, fflMf&J (0.49 
Og) ffi^^Srv-y^^Vl'^n-eh^^^ 
4- (Wm : *9 J-)V : i?<?X2X3*?V= 1:10: 
8 9 ) t i oTtlLT. Mf^rflKE-fb-^fH (0.40 
9g) ^^-X^o 

[077 5] 

[^236] 

. 1H). 8.23-8.19 (m, 2H>. 7.32 (m, 4H). 7.14 (m, 
1H), 6.57 (dd. J = aRV 2Hz, 1H), 5.99 (s. 2H), 



MS rofe 435 (M+H)*. 



[0776] PJTemsm* , ^ifcJlx 
HMM 1 b 

St (6. 5. 2)«02-[4-({[2- (4-7/1'* 
n-7x7^fy) -UU ^>-3-^;t^^n;H -rS 

o 



y} -y^/i-) -7x-;H -2-^f^-7nt^-y 

[0777] 




OH 



(6.5.2) 

*H NMR (CDCfj): 6 8.61 (dd. J = 7Rt*2Hz. 1H). 8.19-8.15 (m, 2H), 7.34-7.29 (m. 4H), 7.15- 
7.06 (m, 5H), 4.67 (d, J = 6Hz, 2H), 1.56 (s. 6H). 

MS m/z 409 (M+H)". 



[0 7 7 8] mtmi c H-7i^] 
5£ ( 6 . 5 . 3)cDl-[4-({[2 - (^yy [0779] 
[1, 3] ^*^y-;W-5--f;U*^>-) -tUv'V [lt.238] 



(151) 02-284766 (P2002-66 



N O 



O F 




6^ 



OH 



(6.5.3) 



1 H NMR (CDCI 3 ): 5 8.58 (dd, J = 7&t*2Hz r 1H), 8,30 [m, 1H), 8.20 [dd, J = 5ft 2Hz, 1H), 
7.35 (t, J = 8Hz, 1H}, 7.1 1 (dd, J » UkU 5Hz, 2H), 6.8 (d. J = 8Hz, 1H), 6.64 (d, J = 2Hz, 1 H), 
6.58 (dd, J = 8&tf2Hz, 1H), 5.99 (s, 2H), 4.68 (d. J = 6Hz. 2H). 2.79 (m p 2H). 2.44 (m, 2H>] 
2.04(m, 1H),1.83(m, 1H). 

MS m/z 465 (M+Hf . 



*H NMR (CDCi 3 ): 6 8,58 (d. J = 8Hz. 1H), 8.31 (br l t 1H). 8.20 (m, tH), 7.36 (t, J = 8Hz, 1H) t 
7,12-7.09 (m, 2H), 6.80 (d, J = 8Hz, 1H), 6.64 (d, J = 2Hz, 1H>. 6.58 (dd, j = 8fttf2Hz. 1H). 
5.99 (s, 2H), 4.68 (d, J = 6Hz, 2H), 1 .54 (s r 6H). 

MS m/z 453 (M+H)*. 



[o7so] mmm 1 d 

36(6.5. 4)tf>2-[4-({[2- (^>Y 
[1, 3] *JttV—}V-5-4)Vttis) -b°U^> 



[0781] 




(6.5.4} 



[0782] ggttffil 1 e 



/l/-7nh^yi : 
[0783] 
[ft24 0] 



^ ( 6 . 5. 5 ) £7) 2 - [ 3 - yfrXn - 4 - ( { [ 2 
-TS71 -J*^;M -7x-/H -2-^f- 



O 



F 




F 



(6.5.5) 



1 H NMR (CDC1 3 ) S 8,69 (m, 1H), 8.31 , (brt, 1H), 8.17 (m, 1H), 7.35 (t, J = 8Hz. 1H), 7.14-7.05 
(m, 6H), 4.69 (d, J = 6 Hz), 1 .53 (s, 6H). 

MS m/z 427 (M + H) + . 



(152) 02-284766 (P2 0 0 2-<R6 6 



[0784] mmmi f 

(6. 5. 6)c01-[4-({[2 - (^y/ 

[1, 3] y^y^ ;k-5--f;P^^) -t°y>>> 
-3-#/W^/l^] -T$y} -■Xf-zlO -7x-/H 



[0785] 
[ft2 4 1 ] 




(6.5.6) 

1 H NMR (CD 3 OD) 5 8.21 (m, 1H), 8.12 (m, 1H), 7.30-7.24 (m, 4H), 7.16 (m, 1H), 5.79 (d, J = 
8Hz, 1H), 6.67 (s, 1H), 6.57 (d, J * 7Hz, 1H), 5.95 (s, 2H), 4.57 (a, 2H), 1,53-1.50 {m, 2H), 
1.13-1.11 (m, 2H), 



MS m/z 433 (M + H)*. 

mmm 1 g 

7)c02-[4-({[2 - (^yv 
[1,3] y^V— ;P-5 - -b°U^> 



[0 7 86] 
iC (6. 5. 



O- 7r;;/H -7 0 nt c t>| 
[0787] 
[ft24 2] 




6^ 



(6.5.7) 

'H NMR (CD 3 0D) 6 8,23 <rn, 1H), 8.15 (m, 1 H) f 7.38 (t, J = 8Hz, 1 H), 7.18 <m> 1 H) t 7.07-7.04 
(m, 2H), 6.82 (d r J - 9 Hz. 1H), 6.71 (s, 1H), 6.60 (d. J = 8Hz, 1H), 5.98 (s. 2H), 4.95-4.64 (m, 
2H), 3.68 (q, J = 7Hz, 1 H), 1,42 (d, J = 7H. 3H). 

MS m/z 439 (M + H) + . 



[0 7 88] mmmi h y-7x-/l/] 

(6. 5.8)^2-[4-({[2 - (^yV [0 789] 

[1, 3] y^y^-5-{;my) -t°Uy> Mk24 3] 



(153) 02-284766 (P2 0 0 2-476 6 




1 H NMR (D6-DMSO) 5 8 69 (m, 1H), 8.1 6-8.1 1 (m, 2H), 7.19-7.15 (m, 2H) f 6.89 (d, J = 8Hz, 
1H) ( 6.84 (s, 1H} P 6.79 (d t J = 8Hz, 1H}, 6.53 (d, J = 8Hz, 1H), 6.02 (s, 2H), 4.41 (d, J = 6Hz, 
2H), 3.70 (s,3H), 1.41 (s, 6H). 

MS m/z 465 (M + H)*, 



[0790] mmm 1 i 

36(6.5. 9)tf>2-[4-({[2- (^yy 
[1, 3] ^^y-;l^-5-^;^^^) 




)V) -3-X h^-:7x— -2-^f;l/-7nt° 

[0791] 
[ft24 4] 



CH, 



6-/ 



(6.5.9) 

*H NMR (CD 3 OD) 5 8.08 (m, 1H). 8.01 (s, 1H), 7.22 (d. J = 8Hz, 1H) f 6.B9-6.78 (m. 2H), 6.79 
<d, J = 8Hz, 1H>, 6.68 (s, 1H), 6.56 <d, J = 8Hz, 1H). 5,95 (s, 2H), 4.54 (s. 2H), 3.68 (s, 3H). 
1.49(s, 6H}. 

MS wz 483 (M + Hf. 

[0792] mmm 1 J f/^7n tf* : 

^ ( 6 . 5. 1 0 ) CD 2 - [ 4 - < { [ 2 - ( 4 - [0793] 

.^-u-y^y^^) -\zvi?y- 3 -r [^24 5] 
S7} -^^) -3-^f^y-7i-M -2 




F 



(6.5,10) 

*H NMR (CD 3 OD) 5 8.84, (m, 1H), 8.30 (d, J = 8Hz, 1H), 8.12 (m, 1H), 7.25-7.11 (m, 4H), 
6.90-6.88 (m, 2H), 4.56 {d. J = 6Hz r 2H). 3.68 (s, 3H), 1.50 {s. SH). 

MS m/z 439 (M + Hf . 



(1 54) 02-284766 (P200 2-:fi 



[0794] mmm2a 

5C ( 6 . 5. 1 1 ) <7) ( { [ 2- 

(4-7/Wn-7x^y) -tTUS^- 3 

— /to -rsy) -.xf-A-) -7i^] -stS: 

[0 7 9 5] 
[ft246] 



(1. 45g) 5:, f h5t>'D7^y:*(2 : 1) 
(7)3 0vLcr>mW.*<7)7kW-{V)1-^l> (0. 5 9g) 

(5x4 0mL) Sffl^-CttfflLfc. ^*rt^#«S5#£ 



[0796] [ 3 - yjV^-n - 4 - ( 



(6.5.11) 

[2- (4 



7 



TWSLT. MJ&$:£jfi!ft ( 0. 
[0797] 
UY.2A1 ] 



7 0 0g) fc-S-ifc. 



1 H NMR (CDCI 3 ): 5 8.61 (dd, J = 85.^ 2Hz, 1H), 8.30 (brs. 1H). 8.20-8.18 (m, 1H). 7.38 {t, J 
= 6Hz, 1H), 7.16-7.10 (m, 4H), 7.02-6.98 (m, 2H), 4.71 (d. J - 6Hz. 2H). 3.61 (s, 2H). 



MS mJz 399 (M+H}\ 

[0798] aTemmmz , ^ifctix 
mmm 2 b 

& ( 6 . 5 . 12)«[4- ( { [2- (^yy [ 1 , 
3] 2**4fy— /i'-5->f;W3J"*5') -t°u^>-3- 



IS: 

[0799] 
[ft24 8] 




6^ 



(6.5.12) 

1 H NMR (CDC! 3 ): 5 8.61 (dd, J = 7&tf2Hz, 1H), 8.21-8,18 (m. 2H), 7.29 (d ( J = 8Hz, 2H), 
7.23 (d f J = 8Hz, 2H), 7.12 (m, 1H), 6.79 (d. J = 8Hz, 1H), 6.61 (d, J ~ 2Hz, 1H), 6.55 (dd, J = 
8^0<2Hz, 1H), 5.98 (s, 2H). 4.67 (d, J = 6Hz, 2H), 3.61 (s r 2H). 

MS rn/z 407 (M+H) + . 



[08 0 0] mm\2 c n-7x-/H 
?C ( 6 . 5. 13)^01-[4-({[2 - {^>V [080 1] 

[1, 3] i?X*V-}V-5-4)VX*is) -b°U^> Ut249] 



(1 55) 02-284766 (P2OO2-0{66 




OH 



6^ 



(6,5.13) 



f H NMR (CDCIa): 6 8.57 {dd, J = 8£tf 2Hz, 1H), 8.29 (t, J = 6Hz, 1H). 8,19 (dd. J = 
2Hz, 1H), 7,33 (t, J = 8Hz, 1H), 7,12-7.00 (m, 3H), 6.80 (d, J = BHz, 1H), 6,63 (d, J = 2Hz, 
1H), 6.57 (dd, J = 8&U c 2Hz, 1H), 5.98 (s, 2H), 4.68 (d, J = 6Hz, 2H), 1.62 <m, 2H), 1.20 (m, 
2H). 

MS m/z 465 (M+Hf . 

[oso2] mm\2 d -mm ■. 

5$ ( 6 . 5. 14)OL4-({[2 - (^yy [ 1 , [080 3] 

3] ^^V-;I^-5->f;^^r->) -t°U^>-3- [^2 50] 




6-^ 



C6.5.14) 

'H NMR (CDCJ 3 ): 5 8.58 (d, J = 8Hz, 1H), 8,32 (br t, 1H), 8.20 <m, 1H), 7.35 (t, J = 8Hz. 1H), 
7,10 (m. 1H). 7.02-6.95 (m r 2H), 6.80 (d, J = 8Hz. 1H), 6.62 (s, 1H), 6.58 (d, J = 8Hz, 1H), 
5.98 (S, 2H>, 4.69 (d, J = 5Hz, 2H). 3.59 (s T 2H). 

MS m/z 425 (M+H) 4 . 



[08 04] mm\2 e 
xt ( 6 . 5. 15)cO[4-({[2 - (3-y77- 

7x.y^i/) -try ity-3 /p] -rsy 



-*+JV) -3 
[080 5] 
Mfc2 5 1 ] 



-yjv*u-7*—}v~\ -mm 




(6,5.15) 

'H NMR (CD 3 OD): 8 8,92 (m. 1H), 8.22-8.18 (m, 2H) # 7.60-7,58 (m t 2H) r 7.46-7.43 (m, 1H), 
7.37 (t, J = 8Hz, 1H), 7.24-7.21 (m, 1H). 7.03 (d f J = 10Hz, 2H), 4.63 (m, 2H), 3.59 (s, 2H). 
MS mfc 406 {M+Hf. 



[08 0 6] mm\2 f 

I* (6. 5. 16)^[4-({[2 - (^>Y [ 1 , 



- -7/1 -to -7x ] -Mil : 
[080 7] 



(156) 02-284766 ( P 2 0 0 2 -8Cm6 6 



Ut2 5 2] 




OH 



(6.5.16) 

'H NMR (CD 3 OD) 5 8.05-8.00 (m. 2H), 7.34 (t, J = 8 Hz, 1H). 7.03-7.00 (m, 2H), 6.78 <d, J = 
8Hz. 1H), 5.67 (s, 1H). 6.56 (d, J = 8Hz, 1H), 5.95 (s, 2H), 4.62 (s, 2H), 3.57 (s, 2H). 
MS mJz 443 (M + H)*. 



[08 0 8] mm2z x-;H -2- 

St ( 6 . 5. 17) «2- [4- ( { [2- (O-V" [0809] 
[2, 1, 3] **t1r¥TV-}V-3-A)VJ[*i;i') - [<fb2 5 3 ] 




(6.5.17) 

*H NMR (CD 3 OD) 5 8.21 (m. 2H), 7.87 (d, J = 10 Hz. 1 H), 7.52 (s, 1H). 7.28 {m, 6H), 4.55 (s, 
2H), 1.46 (s, 6H) 



MS mfe 433 (M)*. 

[0810] mm\3a 

5^(6. 5. 1 8 ) C02 - ( ^yV [1,3] i^^f y 
-^-5-^/1-^-^^) -N- [4- (l-^JW^A 
)V-1 -^^-iV-^-f-iV) -s<.>i/)Vl -^afyTS 




[08 12] 1 - [3 - (J/^-fvPTSy ) Tut"/!-] 
-3-^)Vii)V^JA 5 FttRtK ( 1 • 7 lg) t 1 
- h H u*i"±>V h V TY-iVy&m 1 ® ( 1 . 2 4 g ) 
bZ-Sfolt, *7jc-rh5t Fn75V (4 5ml) tftdS 
jSL^ N , N-SM y7°otvi^x^rs>- ( 5 . 9 

3mi) zmmmzmL ztizo. smrsmnttz, 2 



V : 

[08 11] 
[^2 54] 



(6.5.18) 

- [4 - ( { [2 - (*W [1,3] S^jT^y-Zl'- 
5--^/W:t= 3 t>') -K>Jy>-3-^/l^;l] -75 

y} -y^/io -7x-;t/] -2 -y^-/l— rnh^y- 
Bt ( 0 . 3 4 Og) fraSBSfciili. SJwH^SrSH 

2 fifetftfttttftfc^JfcU iKCJ£JE»£ 



(157) 02-284766 (P2OO2-K066 



n^^> (7X3 0mL) ?rffl^TttajL^„ -^irfrfcW 6 L T , MB4fc£ft ( 0 . 1 5 Og) *-5-*.Jfc. 
tS^^^KVi/^^^A±T'KM 53i t , jt£4i [0813] 

NMR (CDCI 3 ): S 6.62 (dd, J = SK.^ 2Hz. 1H). 8.23-0.22 (m. 2H), 7.34 (m, 4H). 7.14 (rrt, 
1H). 6.82 (d. J = 8Hz, 1H), 6.64 (d, J = 2Hz, 1H), 6.59 (dd, J = 8RTJ t 2Hz, 1H), 6.00 (s, 2H). 
5.41 (br S, 1 H), 5.21 (br s, 1 H), 4.69 {d, J = 6Hz. 2H>, 1.56 (s, 6H>. 

MS m/z 434 (M+H)*. 



[08 14] aTcommiz. ftmtz>*})V#>wfrh —iv-s-Aiv^is) -n- 

SU6M3b [08 15] 

St ( 6 . 5. 1 9 ) <02 - [1.3] i^^V Ut2 5 6 ] 




(6.5.19) 

1 H NMR (CDCIa): 8 8.61 (dd, J = 8Rtf 2Hz, 1H). 8,23-8.22 (m r 2H) ( 7.34 (d, J = 8Hz ( 2H) T 
7.23 (d, J = 8Hz, 2H), 7.15 (m, 1H), 6.81 (d, J = 8Hz, 1H), 6,64 (d, J = 2Hz, 1H), 6.58 (dd, J = 
8 and 2Hz, 1H), 6.00 (s, 2H), 5.5B-5.30 (m, 2H>, 4.69 (d, J = 6Hz, 2H), 3.55 (s, 2H) 

MS m/z 406 (M+H)\ 

[08 16] mm\3 c J*is) --a^>T$. V : 

?C(6. 5. 2 0 ) CON- ( 4-%)VJ^4)VX+}V- [08 17] 

-2- (4-7/Wn-7x Ut2 57] 




(6.5.20) 

'H NMR (CD 3 OD):8 8,21 (dd, J = 7#0? 2Hz F 1H), 8.13 (dd. J = 5&tf 2Hz, 1H), 7.36 (t J = 
7Hz, 1H), 7.19-7.1 1 (m, SH) r 7.03 (d ( J = 10Hz, 2H), 4.62 (s ( 2H) t 3.46 (s, 2H). 

MS m/z 398 (M+H)*, 

[08 18] mmi3d --rj^^TS F : 

5C(6. 5. 21)(7)2 - (\yV[l, 3] ioj-3fY [08 19] 

-;p-5->f^^) — N — [4- ( l-#/l^*fc>f [ft 2 58] 



(158) 02-284766 (P2002 -OflfS 




C6.5.21) 

'H NMR (400 MHz, CDjOD) 8 8.21 (m. 1H). 8 14 (m, 1H), 7 37 (I, J = 8 Hz, 1H), 7.1S-7.07 
(m, 3H>, S.80 (d, J = 8Hz, 1H), 6.68 (s, 1H), 6.58 (d, J = 8Hz, 1H), 5.96 (s, 2H), 4.62, (s, 2H), 
1.48 (s, 6H). 

MS m/z 452 (M + H)*. 



[0820] mm\3e 

5^(6. 5. 22)WN-[4-(l-^W^^- 

\-*^-)V-^}V) -2-y>v^u-^yiy)V 1 \ -2 

o 



[082 1] 
[^2 59] 




(6.5.22) 

'H NMR (400 MHz. CDjOD) 8 8.22 (m, 1H>, 8.13 (m, 1H), 7.37 (t, J = 8 Hz, 1H), 7.19-7.07 
(m. 7H), 4.62 (s, 2H), 1 .48 (s, 6H). 



MS m/z 426 (M + H)\ 

[0822] mm\4 

St(6. 5. 23) C02- (4-7;Wn-7i/^f 

^) — n — [ 2-:7/M-n-4- ( i H-t l7y-;i^ 



[082 3] 
[■ft: 2 6 0 ] 




[0824] N- (4--/77/f^-2-7Wo- 
-^y^) -2- (4-7/l-^-n-7xydf^) -_3 
fVTSF (0. 1 0 0g) MAihJ^y (4mL) 
tfOTS^-MJ ( 0 . 6 5 3g) M'MJif^ 
rSyJSBHS (0. 3 3 4g) i: » RJS^^H? 

*»Tfr»artiP+. mmr. tm (11610 +t- 

7k { 1 Oral) hWffi^+JV ( 1 Oral) h£SD^ 



(6.5.23) 

SELfc. <$CVvc#ttH£, ( 5x 1 5mL) * 

fflw^wiffitfc. mst?r*i'*r& 

U^;^n?h/77-f- (KM : *9J—fr : 

on^^y=i : 5 : 94) £«fc ottILt , tMMlfc 
£ft (0. 3 3g) 
[082 5] 



(159) 02-284766 (P2 0 0 2-Ov^ffi 



[ft261] 

'H NMR <DMSO-d6): 5 8,90 (t, J = 6Hz, 1 H), 8.15 (dd, J = 5RVF 2Hz, 1 H), 8.08 (dd, J = 7&Xf 
2Hz. 1H), 7.35 (I, J = 8Hz. 1H), 7,21-7,16 (m r 6H) T 7,09 (d, J = 11 Hz, 1H), 7.00-6.98 (m r 1H), 
4.48 (cf, J = 6Hz, 2H), 4,24 (s> 2H). 

MS m/z 423 <M+H)\ 



[os2 6] mmM5& 

5t(6- 5. 24)C02- (^/[l, 3]>oT^V 
— 5->f JVit^is) — N — [4- (1 - X ^ ;L - 1 




(6,5,24) 



>TS F : 
[082 7] 
[ft262] 



[0828] 2 - [4 - ( { [2 - (^>V [1,3] 

-J^v-)V-5--i )V^*t^) -try ^>-3-^;p 

-TS71 -yfvW -7x-/H -2-^^ 
^-Tnt^yl ( l . 00g) Jjtefc^nn^^y 
( 2 OmL) fftJBSLfc, ftl^^nuy^y ( 0 . 0 
2mL) SSEBSEteflni,. ^TfM^^U^ (0.3 
9 1mL) SrJp^.^. ^COl. 15WftW&<no*><r>5vL 



fflvvcifej^U (Suffix 
CioTS6(cf«HLT. MWfc£» (0.12 

7g) S^ifco 

[082 9] 
[ft26 3] 



*H NMR (CDCI 3 ): 5 8,62 (d, J ^ 8Hz, 1H), 8.23-8.19 (m, 2H), 7.23 (s, 4H), 7.14 (m, 1H) f 6.80 
(d, J = 8H2, 1 H), 6.63 (s, 1H) t 5.57 (dd, J = 2 &tf8Hz, 1 H), 5.99 (s. 2H), 5.19 (br s, 1H), 4.68 
(d, J = 6Hz, 2H), 2.66 (d, J = 5Hz, 3H) P 1 .52 (s t 6H). 



MS m/x 448 (M+H)*. 



[0830] m%M 5 b 

st(6- 5. 2 5 ) 02- (^yy* [ 1 , 3]^^y 

5->f ;^^r^) — N — {4 - [ 1 - (y?n7 
ut7PyfyP-#/l^^>f;W - l -y-^-a:^] 




(6.5.25) 

[0832] mnm\5 zLb^nfzmmtmm^mfL v ( 2 omu ( 1 0 

■Ov6«B#£. *S*-CiftBSLTSaKL3t. »&*ufclH mL) Sr. **fb5tFo75y ( 1 OmL) ^N, N 
ffc<r>5~h<V0 . 5g£flX9iiJU **fb5h Fn75 ->M yrnhVl^x^/l/T 3 V ( 1 . 06inL) t (TS 



[083 1] 
[ft2 64] 



(160) 02-284766 (P2002-5 66 



j^iV) is9u-7xirtvWB6&. (0.60 3g)tco y=7 : 3 ) tiottSIT, m&smmc£& 

mffimk&h-t. %&tifzKm&&®iZ9m$mmT- co. 0 8 6g> b^. 
mmn u ijc^TJi^-catigtTiaBitfe. ffl^ft [ o s 3 3 ] 

S^'J*y;^n?h/57 -f — (PKx^ : [-ft; 2 6 5 ] 

1 H NMR (CDCb): 8 8.62 (d, J = 8Hz. 1H), 8.22-8.19 (m, 2H), 7.34 (s, 4H), 7.16 (m, 1H), 6.80 
(d, J = 8 Hz, 1H), 6.62 (s, 1H), 6.58 (d, J = 8Hz, 1H} ( 5.99 (a, 2H), 4.68 (d. J - 6Hz. 2H). 3.00 
(m, 2H), 1 .52 (s, 6H], 0.79 (m, 1H), 0.37 (m, 2H), 0.04 (m, 2H). 

MS rn/z 488 (M+H)*. 



[083 5] 
Ut2 6 6 ] 



CH, 



(6.5.26) 

[08 3 6] SiM5aK#^fh7tPn77^ &. 
^OSffLTV^gp^ ( 1 OmL) X^/I/rS^® [083 7] 

'H NMR (CDCI 3 ): S 8.61 (d, J - 7Hz. 1H), 8.23-8.19 (m. 2H), 7.23 (s, 4H), 7.14 (m, 1H), 6.80 
(d, J = 8Hz, 1H), 6.63 (S, 1H), 6.57 (d, J = 8Hz, 1H). 5.99 (S, 2H}, 4.BB (d, J = 6Hz, 2H), 3.16 
(m, 2H), 1 .51 (s, 6H). 0.96 (t, J = 7Hz, 3H). 

MS m/z 462 (M+Hf . 



[08 34] mmwi5c 

5t ( 6 . 5 . 2 6 ) <D2 - ( [1.3] 5***V 
-;P-5->f;k^^) -N- [4- { 1 -^iVijlV 
>^A IV- 1 -j*f-A—xf-/k) -o^/p-] --3f 



o 




[08 3 8] gg$g#I6 
p$(6. 5. 2 7 ) C02- ( 4-7;Wn-7x7Jf 
*✓) — N— [4- ( 1 H-f h yY—lV- 5 -A IV) - 




[083 9] 
[<ffc2 68] 



[0840] N- (4-yT7-^yy» -2- (4 
-7Wa-7iyJfy) - -af>7SF (0. 09 
0g) ^SMigSr^^ *7Kb;l-xy ( 2mL> i: 
ftfcA^lfc. hy^f/l/yU/I/7y>" ( 0. 1 OmL) , 
Wt^Xit-fj-lV-t-ftti/Y (0. 1 Og) &mz-. K 



ffla&fa* 1 1 0X^2 OI$ISil&iU£. 



(6.5.27) 

SHftjUEtaftai 30 xmrnm-r > u ^ a (io» 

L) fcfflWC^JO'f-t/fc. ItltXiHl. ( 1 OmL) £fln 
hy-7A (2X1 OmL) ^ ffl^Ttttti t?t. 



( 5X2 5mL) SrfflV^TttajtJt 



(161) 02-284766 (P200 2-W866 



8Hr?^*s^A_fc-c«*u *Jiu M^vmmL [ o 84 1 ] 

XtiBkLX.WateStoiO. 040g) fc^-ifc. [ft269] 

1 H NMR (DMSO-d6): 8 9.00 (s. 1H), 8.13-8.08 (m, 3H). 7.92 (d, J = 6Hz. 2H), 7.51 (d, J 
7Hz. 2H). 7.20 {m, 4H), 4.54 (d. J - 6Hz, 2H). 
MS m/z 391 (M+H)*. 

[084 2]5»#j7a SF: 

5t(6. 5. 2 8 ) C02- ( 4-7;^o-7i7^ [0843] 

$✓) — N— {4 - [1-^^-1- { lH-fh5V [-ffc2 7 0 ] 




[0844] N- [4 - 

-O-^VH -2- (4-7WD-7xyJfy) -X 
n^>-r5 H (12. 22g) flK*W5^lf+(c, 
fcjRWLxy ( 1 OmL) fc*fcA*fcfc. i^l'J^f^ 
isVJVTisY (8. OmL) t S^* ^;W"f:*3f v- F 
( 1 . 2 9g) SJnifc. RfE»&fljS 9 5°Ct 1 7 

/M 2 0 OmL) fc , ttSl*ttfiK»7- b U (10 0 



(6.5.28) 

bL) * ( 1 0 OmL) tZMZ-fz. *1±JH£J&6» * 
^S5r, 5 0%fiJttlg-bh U^ASr2@ ( 1 0 OmL) ffl 

tvCpH3fcLfc. *»«[*<JCt, ifixf/l^ (5X30 
OmL) tfflVYCfSHiajUfc. ^b^WllSP^icftltV 

Ufc. ffiifiJc^BfeU^ (x?y-/L) tcioTMW 
LT. W&tt&h ( 5 . 3 6g) 

[084 5] 

[ft2 7 1 ] 



'H NMR (CDjOD): 6 8.91 (s, 1H). 8.22 (dd. J = 7 Bit* 2Hz, 1H), 8.14 (dd. J = 5RXf2Hz, 1H), 
7.34 (d, J = 8Hz. 2H), 7.21-7.10 (m, 7H). 4.58 (d, J = BHz. 2H), 1.70 (s, 6H). 

MS mJz 433 (M+H)*. 



[084 6] b 

*(6. 5. 2 9 ) c7)N- { 2-^;L^n-4- [ 1 - 
1 - ( 1 H-f b5V- )V-3— -Xf 
;H -A^j^W -2- (4-7WO-7x7^fy) 




[0848] 5 OmLcT^Mtg^cfcON- [4- 
77-y^f/l-^f/l) -2-7^n-^.yy;H 
-2- (4-7;Wn-7i7^fy) --rjf-^TSK 

(2. 3 6g) C H*Krt'X>' ( 2mL) T^'h'b 



[084 7] 
[ft272] 



(8.5.29) 

Wf/ly77 (1. 42mL) t, VX-f-JV^ttis 
V ( 0 . 1 9g) fcfcJnifc. 1 0 0°CT"7 a IS 



(162) 02-284766 (P2002 — W8)#|fg 



*ttfiHfflW- b'J^A ( 5 0 mL) *fc«JK3-l*\ H«x. * , J -y^ffl^TS^ LT , IM-^i 

1-JV ( 5 OmL) tfflV^TiJfe*tfc. *tt3&fr£pH3 £18 ( 1 . 2 6g) 

'KftU iixf;l, (3X1 0 0ml) ^fflV^TttajL [0849] 

fc . ^*H^*««**8Sa»'e^*^^ A±TSa» U [ft 2 7 3 ] 

'H NMR (D6-DMSO) S 8.88 (t. J = 6Hz. 1H), 8.14 (d, J = 4Hz, 1 H), 8.07 {d, J = 8Hz, 1H}. 7.31 
(t, J = 8 Hz, 1 H), 7.23,7.15 (m, 4H). 7.01 (d. J = 12Hz, 1H). 6.84 (d, J = 8Hz, 1 H), 4.46 (d, J = 
6Hz, 2H). 1.69 (s. 6H). 

MS m/z 451 (M + Hf . 



[0850] mm\7 c -ZI^-yT 5 H : 

3$(6. 5. 30)«05-?no-2 - (4-7;Wn [085 1 ] 

-7i/^fy) -N- {4- [1 -*<f-JV- 1 - ( 1 H [ft 2 7 4 ] 




(6.5.30) 



[0852] 5-?nn-N- [4- (y7/-y^f 
-Wy/H -2 - (4-7/V^n-7x 

y^y) --nfyTSH (0. 8 5 0g) ty/f/l/ 
-f^^H ( 0 . 3 1 Og) fct, *t*WPxy (8m 
1) ^-trtf^SMt^l^cAix*:, hy^/I^U/l- 
T*JY ( 1 ■ 5 Oral) £Jnx.. RlGa^Hft, JllJRLfc 
?K§ ( 1 0 5°C) *fc:7 2B*IB«aiLfc. RJEiI£« 

«<9»£»£, ilxf^ ( 6 Oral) (f l=:aP4rWt;jSJ» 



*ffifffli*fliVvcpH2fc:Lfc. PBS 
Xf;l, (5X3 Oral) SffllrVrttiBUfc. £-*>-£jt*ti 

a»L/C«ttUt:. fflMftl ( 0 . 4 2 Og) Jilx 

^*-fy3 : 1 ) fci^TMWLT. M^MMft^ 
(0. 0 9 8g) 
[08 5 3] 
[ft27 5] 



50% (w/v) Tkftnmm-f- h u^a ( 4 x 2 om 
i) ^ffl^-rwajt/s. ^-tt^Ktts;^^^^, 3no 

'H NMR (DMSO-d6); 5 8.98 (t, J = 6Hz, 1H), 8.22 (d. J = 2Hz, 1H), 8.13 (d, J = 2Hz, 1H), 
7.26-7.19 (m, 6H), 7.06 (d, J = 8Hz, 2H), 4.42 (d. J = 6Hz, 2H), 1.69 <s, 6H) 
MS m/z 468 {M+H) + 

[08 54] mmmid 

5$ ( 6 . 5. 3 1)02- (O-V [1,3] i/^^V 
5 — llVJr^ris) - 5 -?ou-N- {4- [1 
-yf-/l— 1- ( 1 H-f b7V-/l- 5 --01-) -X 



-WH — "vy^'/W -~r?^yT5 F : 
[08 5 5] 
[ft27 6] 



(163) 02-284766 (P2002 - (Bfit 




6^ 



(6.5.31) 



[08 5 7] 
[ft27 7] 



[08 5 6] mmnc tmmtzL, tztzLs-^uu 

-N- [4- (yry-yVf;l/-^f;l/) -^y-J 

}V~\ -2- (4-7/Wn-7x/^i/) --3fV7 

5--f;M-^) - 5-?nn-N- [4- (y7/- 

NMR (DMSOd6): 8 8.94 (t, J = 6Hz r 1H), 8,23 (d, J = 2Hz, 1H), 8.12 <d, J = 2Hz, 1H), 
7.27 <d. J = 8Hz, 2H), 7.08 <d, J = 8Hz, 2H), 6.90 (d. J = 8Hz, 1H), 6,83 (d, J = 2Hz, 1H) t 6.61 
(dd. J = 8#U*2Hz, 1 H), 6.03 <s f 2H), 4,44 {d, J * 6Hz, 2H), 1,71 <s, 6H) 
MS m/z 494 (M+H)* 



[08 5 8] iW7e 
^(6. 5. 32)02 - 3] y'^^V 

—/I'- 5—f /^^r^) -N- {4- [ 1-^^-1 
- (lH-fh7 x /^-5-^i/) -^y 




[08 6 0] §Q«#!I7 c fc|^«fcL. ftffL5-?nn 
-N- [4- (yry-y^f/l/-^f/I/) -^>^ 

-2- (4-7/Wn-7xy^y) --^fyr 

SH«ft*) , 3K2- (W[l, 3] isttV—fr- 



[08 5 9] 
rffc2 78] 



(6.5.32) 

5— 'f/k+^fy') -N- [4- (yry-Wfil/-^ 

[086 1] 
Ut27 9] 



*H NMR (DMSO-d6): 8 8.83 (t J = 6Hz. 1H). 8.15 (dd. J = 5#t52Hz, 1H), 8,07 (dd ( J » 7# CK 
2Hz. 1H). 7.26 (d, J = 8Hz, 2H), 7.16 (dd. J = 7#tf5Hz t 1H), 7.07 (d. J = 8Hz, 2H). 6.B8 (d, J 
= 8Hz, 1 H), 6.81 (d a J = 2Hz, 1 H), 6.60 (dd, J = 8 & tf2Hz, 1 H). 6.02 (s, 2H). 4.44 (d r J - 6Hz, 
2H), 1,71 (S,6H) 

MS/wz459 (M+H)* 



(51) Int. Cl. ^ 

A 6 1 P 1/00 
1/04 
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A 6 1 P 1/00 
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5/40 
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7/00 




7/00 


7/06 




7/06 
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9/12 
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11/00 




11/00 


11/06 
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13/02 




13/02 


13/12 




13/12 


15/00 




15/00 


17/00 




17/00 


17/06 




17/06 


19/00 




19/00 


19/02 




19/02 


19/06 




19/06 


19/10 




19/10 


21/00 




21/00 


25/00 




25/00 


25/14 




25/14 


25/16 




25/16 


25/24 




25/24 


25/28 




25/28 


25/30 




25/30 


27/02 




27/02 


27/16 




27/16 


29/00 


1 0 1 


29/00 


31/00 




31/00 


31/04 




31/04 


31/10 




31/10 


31/12 




31/12 


31/18 




31/18 


35/00 




35/00 


37/00 




37/00 


37/02 




37/02 


37/06 




37/06 


37/08 




37/08 


39/04 




39/04 


43/00 


1 1 1 


43/00 


C 0 7 D 401/12 




C 0 7 D 401/12 


405/12 




405/12 


405/14 




405/14 


413/12 




413/12 



T * y A i&m 3 V #106340 . 7 

nyy, 4—x?y • ;fM y h ■ n— F, 
yrA-f - ■ ?'u—r\)v ■ yy-— f- ■ ry 



ays'— h ■ ■ -f-v-y^—x 

U A&%mi*-+A -y W'H06340, 7 
nhy, -i y ■ tF4 y Y ■ n— K , 
7r-ff- • tfx3—rt)V ■ f- • ry 
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F^-A(##) 4C055 AA01 BA02 BA42 BB07 CA02 
CA58 CB11 DA01 

4C063 AA01 AA03 BB08 BB09 CC47 
CC58 CC81 DD12 EE01 

4C084 AA19 AA27 MA02 NA14 ZA011 



ZA012 


ZA021 


ZA022 


ZA121 


ZA122 


ZA151 


ZA152 


ZA331 


ZA332 


ZA341 


ZA342 


ZA361 


ZA362 


ZA421 


ZA422 


ZA451 


ZA452 


ZA511 


ZA512 


ZA551 


ZA552 


ZA591 


ZA592 


ZA661 


ZA662 


ZA681 


ZA682 


ZA751 


ZA752 


ZA811 


ZA812 


ZA891 


ZA892 


ZA941 


ZA942 


ZA961 


ZA962 


ZA971 


ZA972 


ZB011 


ZB012 


ZB081 


ZB082 


ZB111 


ZB112 


ZB131 


ZB132 


ZB151 


ZB152 


ZB261 


ZB262 


ZB311 


ZB312 


ZB331 


ZB332 


ZB351 


ZB352 


ZC351 


ZC352 


ZC391 


ZC392 


ZC551 


ZC552 


ZC752 



4C086 AA01 AA03 BC17 BC62 BC71 

GA02 GA08 MA02 MA03 MA05 

NA14 ZA01 ZA02 ZA12 ZA15 

ZA33 ZA34 ZA36 ZA42 ZA45 

ZA51 ZA55 ZA59 ZA66 ZA68 

ZA89 ZA94 ZA96 ZA97 ZB01 

ZB08 ZB11 ZB13 ZB15 ZB26 

ZB31 ZB33 ZB35 ZC02 ZC35 
ZC55 ZC75 



